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APPENDIX 12: SEARCH STRATEGY/METHODOLOGY FOR AESI 


Refer to Table 40 for MedDRA-based narrow search strategy(s) for AESI. 


Table 40: MedDRA Search Strategy for AESI 


AESI Section MedDRA * Search Strategy 


0. 
Acute Disseminated 15.2 PT: Acute disseminated encephalomyelitis 
Encephalomyelitis 
Anaphylaxis 15.1.1 SMQ (Narrow): Anaphylactic reaction 


Autoimmune Hepatitis 2. PTs: Autoimmune hepatitis, Inmune-mediated hepatitis 


Autoimmune Thyroiditis a PTs: Atrophic thyroiditis, Autoimmune hypothyroidism, 
Autoimmune thyroid disorder, Autoimmune thyroiditis, 
Basedow's disease, Hashimoto's encephalopathy, Hashitoxicosis, 
Immune-mediated hyperthyroidism, Immune-mediated 
hypothyroidism, Immune-mediated thyroiditis, Marine Lenhart 
syndrome, Silent thyroiditis, Thyroid atrophy, Thyroiditis, 
Thyroiditis acute, Thyroiditis chronic, Thyroiditis fibrous 
chronic, Thyroiditis subacute 


Bell’s Palsy 15.2.3 PTs: Bell's palsy, Facial asymmetry, Facial paresis, Facial 

paralysis, Facial nerve disorder, Oculofacial paralysis 
Cerebral Venous Sinus 15.2.4 HLT: Cerebrovascular venous and sinus thrombosis 
Thrombosis 


Chronic Fatigue Syndrome 15.2.5 PTs: Chronic fatigue syndrome, Post viral fatigue syndrome 


Encephalitis, 15.1.4 SMQ (narrow): Noninfectious encephalitis 
Encephalomyelitis 


Foetal Growth Restriction PTs: Foetal growth restriction, GRACILE syndrome, Small for 
dates baby 


Fibromyalgia 15.2.6 PT: Fibromyalgia 


Generalised Convulsions 15.2.7 SMQ (narrow): Generalised convulsive seizures following 
immunisation 


Gestational Diabetes PTs: Diabetes complicating pregnancy, Gestational diabetes, 
Glucose tolerance impaired in pregnancy, Glycosuria during 
pregnancy 


Guillain-Barré Syndrome 15.2.8 SMQ (narrow): Guillain-Barré syndrome 


Haemorrhagic Stroke 15.2.9 SMQ (narrow): Haemorrhagic central nervous system vascular 
conditions 

Ischaemic Stroke 15.2.10 SMQ (narrow): Ischaemic central nervous system vascular 
conditions 


PT: Kawasaki's disease 

SMQ (narrow): Congenital, familial and genetic disorders 
PTs: Maternal death affecting foetus, Maternal death 

PT: Microcephaly 

HLT: Multiple sclerosis acute and progressive 
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Table 40: MedDRA Search Strategy for AESI 


AESI Section MedDRA * Search Strategy 

No. 
Multisystem Inflammatory 15.2 PTs: Multisystem inflammatory syndrome in children, 
Syndrome in Children Multisystem inflammatory syndrome 


HLT: Myasthenia gravis and related conditions 
SMQ (narrow): Myocardial infarction 
MedDRA HLT: Noninfectious myocarditis 
MedDRA HLT: Noninfectious pericarditis 


Myocarditis and Pericarditis 15.1.2.3 SMQ (narrow): Noninfectious myocarditis/pericarditis; HLTs: 
Infectious myocarditis, Infectious pericarditis, Noninfectious 
myocarditis, Noninfectious pericarditis 


Narcolepsy PTs: Cataplexy, Narcolepsy 
Neonatal Death PTs: Death neonatal, Premature baby death 


Optic Neuritis 15,2.13 PTs: Neuromyelitis optica pseudo relapse, Neuromyelitis optica 
spectrum disorder, Optic neuritis, Optic neuritis meningococcal, 
Optic perineuritis 

Postural Orthostatic 15.2.14 PT: Postural orthostatic tachycardia syndrome 

a Syndrome 


| Preeclampsia si HLT: Hypertension associated disorders of pregnancy 

Preterm Birth 15.2 PTs: Premature baby, Premature baby death, Premature labour, 
Premature delivery, Retinopathy of prematurity 

Rheumatoid Arthritis 15.2.15 HLT: Rheumatoid arthritis and associated conditions; 
PT: Polyarthritis 

Spontaneous Abortion 15.2.16 HLTs: Abortions spontaneous, Abortions not specified as 
induced or spontaneous 


Stillbirth 15.2 HLT: Stillbirth and foetal death 

Sudden Death 15.2 PTs: Sudden cardiac death, Sudden death; Sudden infant death 
syndrome, Sudden unexplained death in epilepsy 

Thrombocytopenia 15.2.17 HLT: Thrombocytopenias 

Thrombosis and 15.2 PTs: Anti-platelet factor 4 antibody positive, Thrombosis with 

Thrombocytopenia Syndrome thrombocytopenia syndrome 

Transverse Myelitis HLT: Myelitis (incl infective) 

Vaccine-Associated Enhanced | 15.2 PTs: Vaccine associated enhanced disease, Vaccine associated 

Disease enhanced respiratory disease 


Venous Thromboembolism 15.2.18 SMQ (narrow): Embolic and thrombotic events, venous 


MedDRA 25.1 
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APPENDIX 13: SEARCH STRATEGY/METHODOLOGY FOR SAFETY TOPICS FOR 
MONITORING 


Refer to Table 41 for MedDRA search strategy/methodology for safety topics for monitoring. 


Table 41: MedDRA Search Strategy/Methodology for Safety Topics for Monitoring 


Safety Topic Section No. | MedDRAa Search Strategy/Methodology 
Vaccination Errors SMQ (broad): Medication Errors 
Death, All Cause 15.3.1 Include ICSRs that include event(s) that meet at least 1 of 


the following criteria: 

e Event coded to HLT: Death and sudden death 
e Event Outcome = Fatal 

e Seriousness criteria: Death 

e Patient death = Yes 


Vaccine Anxiety-Related 15.3.2 HLT: Anxiety symptoms 

Reactions 

Cholecystitis 15.3.3 HLT: Cholecystitis and cholelithiasis; SMQ: Functional, 
Inflammatory and Gallstone Related Biliary Disorders 


Herpes Zoster 15.3.5 PTs: Disseminated varicella zoster virus infection, Genital 
herpes zoster, Herpes zoster, Herpes zoster cutaneous 
disseminated, Herpes zoster disseminated, Herpes zoster 
infection neurological, Herpes zoster meningitis, Herpes 
zoster meningoencephalitis, Herpes zoster meningomyelitis, 
Herpes zoster meningoradiculitis, Herpes zoster necrotising 
retinopathy, Herpes zoster oticus, Herpes zoster pharyngitis, 
Herpes zoster reactivation, Herpetic radiculopathy, 
Ophthalmic herpes zoster, Oral herpes zoster, Varicella post 
vaccine, Varicella zoster gastritis, Varicella zoster 
oesophagitis, Varicella zoster pneumonia, Varicella zoster 
sepsis, Varicella zoster viraemia, Varicella zoster virus 
infection 


15.3.4 HLGT: Ocular infections, irritations, and inflammations. 
PTs: Diplopia, Diplopia correction, Eye swelling, 
Heteronymous diplopia, Homonymous diplopia, Lacrimation 
disorder, Lacrimal disorder, Lacrimation increased, 
Photophobia 


Menstrual Disorders 15.1.8 HLGT: Menstrual cycle and uterine bleeding disorders 
15.1.3 HLT: Paraesthesias and dysaesthesias 


Reactogenicity Profile-Second 15.3.6 HLGT: Administration site reactions; Body temperature 
Dose and Boosters (based on conditions; Gastrointestinal motility and defaecation 
impurity levels) condition; Gastrointestinal sign and symptoms; Headaches; 
Muscle Disorders. HLT: Asthenic conditions; Feelings and 
sensations. Filter for patients treated with Dose 2 or booster 
and with lot information available. 


Vaccination Failures/Lack of 16.7 SMQ (broad): Lack of efficacy/effect 
Efficacy 


Use in Pregnancy and While 16.8 Patient pregnancy = Yes 
Breastfeeding 


Inflammatory Eye Disorders 


ad 
iy 
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Table 41: MedDRA Search Strategy/Methodology for Safety Topics for Monitoring 


Safety Topic Section No. MedDRAa Search Strategy/Methodology 

SMQ (broad): Lactation related topics (incl neonatal 
exposure through breast milk) 

Use in Immunocompromised : Patient Medical History coded to: 

Patients High Level Group Term (HLGT): Immunodeficiency 
syndromes 

HLT: Chemotherapies; 

All PTs containing the word ‘transplant’ except for: ‘hair 
transplant,’ ‘corneal transplant,’ and ‘thyroid auto 
transplantation;’ 

PTs: Monoclonal antibody chemoimmunoconjugate therapy; 
Splenectomy 


Use in Frail patients with Patient Medical History coded to SMQ (broad): 
comorbidities (e.g., COPD, Hyperglycaemia/new onset diabetes mellitus 

diabetes, chronic neurological Hypoglycaemia, Immune-mediated/autoimmune disorders, 
disease, cardiovascular Acute central respiratory depression; Asthma/bronchospasm, 
disorders) Eosinophilic pneumonia, Infective pneumonia, Pulmonary 
hypertension, Respiratory failure, Embolic and thrombotic 
events, Cardiac arrhythmias, Cardiac failure, 
Cardiomyopathy, Ischaemic heart disease, Torsade de 
pointes/QT prolongation, Acute renal failure, Chronic 
kidney disease, Renovascular disorders, Hepatic disorders, 
Biliary disorders, Central nervous system vascular disorders, 
Convulsions, Dementia, Demyelination, Extrapyramidal 
syndrome, Peripheral neuropathy 


Use in Patients with Patient Medical History coded to SMQ (broad): Immune- 
Autoimmune or Inflammatory mediated/autoimmune disorders 
Disorders 


Interaction with Other Vaccines PTs: Drug interaction, Inhibitory drug interaction, 
Potentiating drug interaction, Labelled drug-drug interaction 
medication error 


MedDRA 25.1 
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APPENDIX 14: AUSTRALIA REGIONAL APPENDIX 


This section presents the additional safety topics and requirements for Australia that are not 
already discussed in the PBRER. 


e Number of Reports in Australia and Global 


During the reporting interval there were 233 spontaneous ICSRs from Australia and 1,376 
spontaneous ICSRs reported globally. 


Cumulatively there were 966 spontaneous ICSRs from Australia and 3,174 spontaneous ICSRs 
reported globally. 


e Safety Topics for Monitoring for Australia 


Monitoring of additional events was performed as per the Australian Public Assessment Report 
for SARS-CoV-2 rS with Matrix-M adjuvant. During the reporting interval and cumulatively, all 
ICSRs in the global vaccine safety database were queried for the following safety topics 
referenced below (refer to Table 42). The topics of myocarditis and pericarditis, 
thrombocytopenia (refer to Table 40 for their search strategy) medication errors and vaccination 
failures (refer to Table 41 for their search strategy) were not included below as these are 
discussed in Section 15.1.2, Section 15.2.17, Section 9.2, and Section 16.7 respectively. 


Table 42: Safety Topics and MedDRA Search Strategy for Australia 


Safety Topic MedDRA ? Search Strategy 


SMQ (broad): Angioedema 
Central retinal vein thrombosis HLT: Retinal embolism and thrombosis 


Colitis HLT: Colitis (excl. infective) 
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Table 42: Safety Topics and MedDRA Search Strategy for Australia 


Safety Topic MedDRA * Search Strategy 


Designated Medical Events Acute hepatic failure; Acute kidney injury; Agranulocytosis; Anaphylactic 
reaction; Anaphylactic shock; Anaphylactoid reaction; Anaphylactoid shock; 
Angioedema; Aplasia pure red cell; Aplastic anaemia; Autoimmune 
haemolytic anaemia; Autoimmune hepatitis; Autoimmune pancreatitis; 
Azotaemia; Blindness; Bone marrow failure; Deafness; Deafness 
neurosensory; Deafness permanent; Deafness transitory; Dermatitis 
exfoliative; Dermatitis exfoliative generalised; Drug reaction with 
eosinophilia and systemic symptoms; Drug-induced liver injury; Erythema 
multiforme; Febrile neutropenia; Granulocytopenia; Haemolysis; Haemolytic 
anaemia; Hepatic failure; Hepatic infarction; Hepatic necrosis;Hepatitis 
fulminant;Immune thrombocytopenia;Intestinal perforation; Ischaemic 
pancreatitis; Neutropenic colitis; Neutropenic infection;Neutropenic 
sepsis;Oedematous pancreatitis;Optic ischaemic 
neuropathy;Pancreatitis;Pancreatitis acute;Pancytopenia;Product 
contamination microbial;Progressive multifocal 
leukoencephalopathy;Pulmonary arterial hypertension;Pulmonary 
fibrosis;Pulmonary hypertension;Renal failure;Reye's 
syndrome;Rhabdomyolysis;Stevens-Johnson syndrome;Sudden cardiac 
death;Sudden hearing loss;Sudden visual loss;Thrombotic thrombocytopenic 
purpura;Torsade de pointes;Toxic epidermal necrolysis;Toxic optic 
neuropathy;Transmission of an infectious agent via product; Ventricular 
fibrillation 


Hypersensitivity SMQ (broad): Hypersensitivity 
Hypertension SMQ (broad): Hypertension 
Hyperthyroidism SMQ (Broad): Hyperthyroidism 


Potential Immune-Mediated SMQ (broad); Immune-mediated \autoimmune disorders 
Medical Conditions (PIMMC) 


Potential interaction concomitant | PTs: Drug interaction; Inhibitory drug interaction; Potentiating drug 
treatments interaction; Labelled drug-drug interaction medication error 


Safety effects of mixed PTs: Extra dose administered; Inappropriate schedule of product 

schedules administration; Inappropriate schedule of product discontinuation; Incomplete 
course of vaccination; Incorrect product administration duration; Incorrect 
product formulation administered; Interchange of vaccine products; Off-label 
use; Product administration interrupted; Product dose omission in error; 
Product dose omission issue; Product substitution; Product substitution error; 
Product substitution issue; Routine immunisation schedule incomplete; 
Routine immunisation schedule not administered; Unknown schedule of 
product administration; Unknown vaccine product administered; Wrong 
schedule 


*MedDRA 25.1 
1 Summary of Designated Medical Events (DMEs) 


The global vaccine safety database was queried for interval and cumulative ICSRs using the 
prespecified search strategy for Designated Medical Events (DMEs) (refer to Table 42). 


44 ICSRs were retrieved for the interval (40 initial and 4 follow-up). 
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Cumulatively, 65 ICSRs were retrieved (12 males, 53 females, age ranged from 16 — 75 years 
when reported) which contained 70 serious AEs. 


No safety signal was identified. 
2 Angioedema 


The global vaccine safety database was queried for interval and cumulative ICSRs using the 
prespecified search strategy for Angioedema (refer to Table 42). 


66 ICSRS were retrieved for the interval (64 initial and 2 follow-up). 


Cumulatively 135 ICSRs were retrieved (28 males, 107 females, age ranged from 17 — 81 years 
when reported) which contained 165 AEs including 37 serious and 128 non-serious AEs. 


3 Central retinal vein thrombosis 


The global vaccine safety database was queried for interval and cumulative ICSRs using the 
prespecified search strategy for Central retinal vein thrombosis (refer to Table 42). 


No ICSRs were retrieved for the interval and cumulatively. 

4 Colitis 

The global vaccine safety database was queried for interval and cumulative ICSRs using the 
prespecified search strategy for Colitis (refer to Table 42). 


Three initial ICSRs were retrieved for the interval. 


Cumulatively, seven ICSRs were retrieved (6 females, | individual of unspecified sex, age 
ranged 23 — 84 years when reported) which contained 7 AEs coded to PTs Crohn’s disease 
(n=4), Colitis ulcerative (n=2), and Colitis (n=1). All 7 AEs were designated as serious by 
convention, meeting IME criteria, of which 4 AEs additionally involved hospitalisation and one 
AE met other serious criteria. 


No safety signal was identified. 
5 Hypersensitivity 


The global vaccine safety database was queried for interval and cumulative ICSRs using the 
prespecified search strategy for Hypersensitivity (refer to Table 42). 


212 ICSRs were retrieved for the interval (206 initial and 6 follow-up). 


Cumulatively, 539 ICSRs were retrieved (102 males, 432 females, 5 unspecified sex, age ranged 
17 — 93 years when reported) which contained 767 AEs including 167 serious and 600 non- 
serious AEs. 
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The review of ICSRs did not show any new safety information compared to what is already 
defined in the CCDS. 


No safety signal was identified. 
6 Hypertension 


The global vaccine safety database was queried for interval and cumulative ICSRs using the 
prespecified search strategy for Hypertension (refer to Table 42). 


49 ICSRs were retrieved for the interval (45 initial and 4 follow-up). 


Cumulatively, 115 ICSRs were retrieved (28 males, 86 females, 1 individual of unspecified sex, 
age ranged 22 — 84 years when reported). The 115 cumulative ICSRs included 120 AEs. The 
majority of AEs were coded to PTs Hypertension (n=59), Blood pressure increased (n=43), 
Blood pressure fluctuation (n=9), Blood pressure abnormal (n=4), Hypertensive crisis (n=3), 
Blood pressure diastolic increase (n=1) and Blood pressure systolic increase (n=1). Of the 120 
AEs, 32 AEs were designated serious, and 88 AEs were non-serious. 


7 Hyperthyroidism 


The global vaccine safety database was queried for interval and cumulative ICSRs using the 
prespecified search strategy for Hyperthyroidism (refer to Table 42). 


Three initial ICSRs were retrieved for the interval. 


Cumulatively, 5 ICSRs were retrieved (5 females, age ranged 34 — 64 years when reported) 
which contained 6 AEs including 5 serious AEs and one non-serious AE. 


No safety signal was identified. 


8 Potential Immune-Mediated Medical Conditions (PIMMC) 


The global vaccine safety database was queried for interval and cumulative ICSRs using the 
prespecified search strategy for Potential Immune-Medicated Medical Conditions (refer to Table 
42). 


94 ICSRs were retrieved for the interval (68 initial and 26 follow-up). 

Cumulatively, 149 ICSRs were retrieved (53 males, 92 females, 4 individuals of unspecified sex, 
age ranged 18 — 84 years when reported). The 149 cumulative ICSRs included 152 AEs, 
including 114 serious and 38 non-serious AEs. 


9 Potential interaction concomitant treatments 


The global vaccine safety database was queried for interval and cumulative ICSRs using the 
prespecified search strategy for potential interaction concomitant treatments (refer to Table 42). 
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No ICSRs were retrieved for the interval. 


Cumulatively, one ICSR was retrieved (adult female, unspecified age) which included one non- 
serious AE that was coded to PT Drug interaction (n=1) with pyridostigmine. 


No safety signal was identified. 
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APPENDIX 15: CANADA REGIONAL APPENDIX 


This section presents the additional safety topics and requirements for Canada that are not 
already discussed in the PBRER. 
e Number of ICSRs in Canada (Interval and Cumulative) 


During the reporting interval 20 ICSRs were received from Canada. Cumulatively, 27 ICSRs 
were received from Canada. 


e Number of ICSRs Globally (Interval and Cumulative) 


During the reporting interval, 1,376 ICSRs were received globally. Cumulatively, 3,174 
ICSRs were reported. 


All ICSRs received globally in the reporting interval and cumulatively stratified by dose, sex 
and age group are presented below. 


Safety Topics for monitoring for Canada 


Table 43: Safety Topics and MedDRA Search Strategy for Canada 


Safety Topic MedDRA ? Search Strategy 
PIMMC SMQ (broad): Immune-mediated/autoimmune disorders 


Potential interaction PTs: Drug interaction; Inhibitory drug interaction; Potentiating drug 
concomitant interaction; Labelled drug-drug interaction medication error 
treatments 


The topics of vaccination errors and vaccination failures (refer to Table 41) for search strategy) 
were not included below as these are discussed in Section 9.2 and Section 16.7, respectively. 


1 Potential Immune-Mediated Medical Conditions (PIMMC) 

The global vaccine safety database was queried for interval and cumulative ICSRs using the 
prespecified search strategy for Potential Immune-Medicated Medical Conditions (refer to Table 
43). 

94 ICSRs were retrieved for the interval (68 initial and 26 follow-up). 

Cumulatively, 149 ICSRs were retrieved (53 males, 92 females, 4 individuals of unspecified sex, 
age ranged 18 — 84 years when reported) which contained 152 AEs including 114 serious and 

38 non-serious AEs. 


2 Potential interaction concomitant treatments 


The global vaccine safety database was queried for interval and cumulative ICSRs using the 
prespecified search strategy for potential interaction concomitant treatments (refer to Table 43). 
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No ICSRs were retrieved for the interval. 


Cumulatively, one ICSR was retrieved (adult female, unspecified age) which included one non- 
serious AE that was coded to PT Drug interaction (n=1) with pyridostigmine. 
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APPENDIX 16: EU REGIONAL APPENDIX 


The number of reports per EU country received during the reporting interval and cumulatively 
are presented in Table 44. 


Table 44: Number of Reports per EU Country Received During the Reporting Interval and 
Cumulatively 
EU Country Cumulative 
Medically S| Non-Medically 
Confirmed S| Confirmed Confirmed 
Non- Serious | Non- Serious | Non- 
serious serious serious serious 
Austria 3 acon 5 1 13 24 
Pesan Jo Jos 5 8 
FcacchRepibie [1 fo jai jo [3s 
Estonia 0 aa cea a el 0 
Finland Sa a eed a 
EC 165 | 737 
Greece 6 a 7 2 
le ge gee ee cl 31 | 99 
a Jee oe dae lor ie a 
uxemboug fo fo jo fa -‘|i fo fo {3 
Netherlands 0 yo fo fap fog 47 
Slovakia 0 a a a 0 6 
Slovenia 0 a a Ce a Ce 0 
EC 
[sweden [#3 ts tt Ss 6 
rotten es fe 792s 024 
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Safety Topics for monitoring for EU 


Table 45: Safety Topics and MedDRA Search Strategy for EU 


Safety Topic MedDRA ? Search Strategy 
Safety effects of mixed PTs: Extra dose administered; Inappropriate schedule of product administration; 
schedules Inappropriate schedule of product discontinuation; Incomplete course of 


vaccination; Incorrect product administration duration; Incorrect product 
formulation administered; Interchange of vaccine products; Off-label use; 
Product administration interrupted; Product dose omission in error; Product 
dose omission issue; Product substitution; Product substitution error; Product 
substitution issue; Routine immunisation schedule incomplete; Routine 
immunisation schedule not administered; Unknown schedule of product 
administration; Unknown vaccine product administered; Wrong schedule 


®MedDRA 25.1 
1 Safety Effects of Mixed Schedules 


Safety effects of mixed schedules is a safety topic under surveillance to monitor any trends in the 
post-marketing setting. 


The global vaccine safety database was queried for interval and cumulative ICSRs using the 
prespecified search strategy for safety effects of mixed schedules (refer to Table 45). 


e Results and Discussion 
160 ICSRs were retrieved for the interval (157 initial and 3 follow-ups). 


Cumulatively, 181 ICSRs were retrieved (51 males, 82 females, 48 individuals of unspecified 
sex, age ranged 09 — 85 years when reported) which contained 195 AEs coded to PTs Off 
label use (n=114), Interchange of vaccine products (n=23), Incomplete course of vaccination 
(n=17), Inappropriate schedule of product administration (n=17), Product dose omission 
issue (n=10), Extra dose administered (n=9) and Incorrect product formulation administered 
(n=5). Of the 195 AEs, 1 AE of PT Incorrect schedule of product administered was 
designated serious with other serious criteria and 194 AEs were non-serious. 


e Conclusion 
A review of these reports did not suggest any trend in the safety profile of mixed schedules. 


No safety signal was identified. 
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APPENDIX 17; UK REGIONAL APPENDIX 


The UK specific annex for safety topics that are not already discussed in the PBRER are 
discussed below in Table 46. 


Table 46: Safety Topics and MedDRA Search Strategy for the UK 


Safety Topic MedDRA ? Search Strategy 


PIMMC SMQ (broad): Immune-mediated/autoimmune disorders 
Age group: Paediatrics Review of safety concerns in individuals < 12 


®MedDRA 25.1 
1 Off-label Paediatric Use 


Off-label paediatric use is under surveillance to monitor the safety of the vaccine in this 
population. 


The global vaccine safety database was queried for the cumulative period up to 19-Dec-2022 to 
include all ICSRs involving paediatric patients < 12 years of age. 


e Results and Discussion 
Four initial ICSRs were retrieved for the interval. 


Cumulatively, 6 ICSRs were retrieved (3 females, 1 male, 2 individuals of unspecified sex, age 
ranged from 5 — 9 years for 4 ICSRs when reported, 1 infant of unspecified age) which contained 
7 non-serious AEs and | serious fatal AE in which the child of an unspecified age died of 
myocardial infarction after getting administered with booster dose. Note: This child case was 
invalidated after DLP since it did not have an identifiable suspect product. 


The PTs are presented in Table 47 


Table 47: AEs Reported for Off-Label Paediatric Use 


MedDRA PT 
Age Groups 


Child 
Vaccination error 
Off label use 


Wrong product 
administered 


Product administered 
to patient of 
inappropriate age 


Myocardial infarction 


Interval 
Medically Confirmed 


[Fatal |sR_ | NS | Fatal |sR_ [NS | Fatal | sR [NS | Fatal |sR_|NS 


Non-Medically 
confirmed 


Cumulative 


Medically Confirmed Non-Medically 
face 


efoto fo fe fo fe fo fifo fo i 
a ae 
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Table 47: AEs Reported for Off-Label Paediatric Use 


MedDRA PT 
Age Groups 


Cumulative 


Non-Medically Medically Confirmed Non-Medically 
confirmed confirmed 


[Fatal |sR_ [NS | Fatal | sR [NS | Fatal [sR [NS | Fatal |sR_ | NS_| 


fo fo fo fo jo ft fo fo fo fo fof 
jo jo fo ft fo fe fo fos fo foe 


Interval 
Medically Confirmed 


Infant 
Influenza like illness 


e Conclusion 


A review of these reports did not suggest any trends in AEs particular to this population 
compared to the AE profile as defined in the CCDS for the overall population. No safety signal 
was identified. 


2 Potential Immune-Mediated Medical Conditions (PIMMC) 


PIMMC is a safety topic under surveillance due to insufficient information obtained from 
clinical studies. 


The global vaccine safety database was queried for interval and cumulative ICSRs using the 
prespecified search strategy for Immune-mediated/autoimmune disorders. 


e Results and Discussion 

94 ICSRs were retrieved for the interval (68 initial and 26 follow-up). 

Cumulatively, 149 ICSRs were retrieved (92 females, 53 males, 4 individuals of unspecified sex, 
age ranged 18 — 84 years when reported). The 149 cumulative ICSRs included 152 AEs 
including 114 serious and 38 non-serious AEs. 

e Conclusion 


A review of these reports did not reveal a causal association due to insufficient information. 


No safety signal was identified. 
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APPENDIX 18: LINE LISTING OF FATAL CASES 


> PROPHARMA 
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On 25-MAY-2022, this serious initial regulatory authority safety report from Australia was received from a physician via the Therapeutic Goods 
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Administration (TGA Refererice number: 7 via BioCelect and was received by Novavax on 01-JUN-2022. 


The following narrative was provided by the Therapeutic Goods Administration: 


Death from CVA post novavax PMHx: AF, T2DM, LEWY BODY DEMENTIA, congestive heart ds, parkinson's, CVA, Previous vaccine reactions: 
No NA 


On 03-JUN-2022, a significant correction was identified with Day 0 of 03-JUN-2022. The following information was updated: The statement "This 
report is confounded by medical history, and the temporal relationship is unclear.” was added to the sender comment. 


On 08-JUN-2022, follow-up information was received by Novavax via Therapeutic Goods Administration (TGA reference number: a. 
Therapeutic Goods Administration (TGA) received the report on 25-MAY-2022. No new information was received. 


On 10-OCT-2022, a significant additional information was received by Novavax in Australia from a physician via Therapeutic Goods 
Administration (TGA reference number: , Via Biocelect. The following information has been updated in the case: One 
additional reporter was added to the case, dose number was captured as 1 and dose description was added as Dose 1 for Nuvaxovid in product 
tab. An additional event of Cerebrovascular accident was added with event outcome as Fatal. 


0) 22- AUSTRALIA Elderly NUVAXOVID / Injection UNK: 15- Adverse event Y Y Y 
JUN-22 MAR- following 
1) 28- 2022 immunisation 
JUN-22 
Regulatory 74 1) Intramuscular 1) - Fatal D 
Authority 
Female 
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Administration (TGA reference number: i and was received by Novavax via BioCelect on 22-JUN-2022. 

A female of 74 years was vaccinated with intramuscular Nuvaxovid 10 ug/mL with an unspecified primary dose on 15-MAR-2022. 
No medical history was reported. 

No concomitant medications were reported. 


On an unspecified date, after vaccination, the individual experienced adverse event following immunisation (PT: Adverse event following 
immunisation) (Serious: Death). Management of the event was unknown. 


At the time of reporting, the event outcome of Adverse event following immunisation was fatal. 
Lot number was not provided in the report. 

No additional information was provided. 

The Therapeutic Goods Administration narrative was provided as follows: 


died on 2/4/22 CAUSE OF DEATH SUBJECT TO CORONIAL INVESTIGATION Ethnic .sub group unstructured: Unknown Previous vaccine 
reactions: No NA FMTriage 3 FMOutcome Awaiting coroner FMDate 16Jun2022. 


On 28-JUN-2022, additional information was received by Novavax via the Therapeutic Goods Administration (TGA reference number: 
The Therapeutic Goods Administration received the report on 14-JUN-2022. No new information was received. The initial narrative should have 
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included the stop date of the event Adverse event following immunisation and the date of death as 02-APR-2022. 
P| 0) 07- AUSTRALIA Adult NUVAXOVID / Injection UNK: 07- Adverse event Y Y Y 
SEP-22 APR-2022 following 
Se a a _immunisation 
Regulatory 32 1) Intramuscular 1) - Fatal D 
Authority 
Male 
Case Narrative On 29-AUG-2022, a serious, initial Regulatory Authority Safety Report from Australia:was received from a Physician via the Therapeutic Goods 


Administration ia Biocelect and was received by Novavax on 07-SEP-2022. 

A male of 32 years was vaccinated with intramuscular Nuvaxovid 10 ug/mL suspect covid-19 vaccine unspecified dose on 07-APR-2022. 
No medical history was reported. 

No concomitant medications were reported. 


On an unspecified date, after vaccination, the individual experienced adverse event following immunisation (PT: Adverse event following 
immunisation) (Serious: Death). 


At the time of reporting, the event outcome of Adverse event following immunisation was fatal and event stop date was 20-APR-2022. 
Lot number was not provided in the report. 


The reporter assessed the causality of the event as possible. 
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The Therapeutic Goods Administration's narrative was provided as follows: 


Deceased 20/04/2022 CAUSE OF DEATH: INCOMPLETE REGISTRATION_XOO0GA_CAUSE OF DEATH SUBJECT TO CORONIAL 
INVESTIGATION ADDED from Mgt of Event unstructured: Outcome is unknown but resolved. Further details as provided: Deceased 20/04/2022 
CAUSE OF DEATH: INCOMPLETE REGISTRATION_X000A_CAUSE OF DEATH SUBJECT TO CORONIAL INVESTIGATION Previous vaccine 
reactions: No NA 


ITALY Adult NUVAXOVID / Injection 2: 13- Shock 11-JUN-2022 2: 58.7 Y Y Y 
APR-2022 haemorrhagic 
7 07:22:00 
Regulatory 61 1) 1 dosage form 1) Fatal D, MS, H 
Authority Intramuscular 4301MFO 
11 
Male 58.7 
58.7 


On 14-OCT-2022, this serious, initial Regulatory Authority Safety Report from Italy was received from a physician via the Italian Medicines 
Agenc and on 26-OCT-2022 additional information was received from a physician via the Italian Medicines Agency via 
the European Medicines Agency (EMA) and was received by Novavax on 28-OCT-2022. 


A male of 61 years of an unspecified race was vaccinated with intramuscular Nuvaxovid 10 ug/ml suspect Covid-19 vaccine Dose 2 on 13-APR- 
2022 at 7:22 in the left deltoid. 


Past drug history included intramuscular Nuvaxovid 10 ug/ml suspect Covid-19 vaccine Dose 1 on 16-MAR-2022 at 8:15. Medical history was 
reported as follows: Pz a me non noto in quanto non é mai venuto a farsi conoscere, non terapie croniche. Esami ematici effettuati a 1/2022 su 


MedDRA Version 25.1 


base volontaria NN. Effettuata solo in seguito vaccinazione anticovid (Patient not known to me as he never came to meet, not chronic therapies. 
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Patient Product Name/ Dose Event Preferred Event Onset Timeto Ser Causal UL 
Age Formulation number: Term Date Onset - (CORE) 
Group Dose All Doses 
Start Date 
Age Dose Details - All Batch Event Outcome Time To Onset- Event 
Numbers First dose Seriousne 
ss Criteria 


Time To Onset- 
Second Dose 
Time to Onset- 
Last Dose 


Blood tests performed on 1/2022 (JAN-2022) on a voluntary basis NN. Only afterwards carried out anticovid vaccination.) 
No concomitant medications were reported. 


On 11-JUN-2022, reported as after second vaccination, the individual experienced shock emorragico in paziente con leucopenia, piastrinopenia e 
anemia acuta (hemorrhagic shock in patient with leukopenia, thrombocytopenia and acute anemia) (PT: Shock hemorrhagic) (Serious: Death, 
Hospitalization and Medically Significant). The individual was hospitalized on 11-JUN-2022. Reportedly, accesso in DEA (dipartimento di 
emergenza-urgenza accettazione) il 11/6/22 dove decede nella notte, a detta della moglie circa 1 mese dopo la vaccinazione con Comirnaty. 
Eseguita autopsia il cui referto indica come cause iniziale, intermedia e finale: 1 CMPI ostruttiva con stenosi coronarica critica; 2 anemia 
refrattaria con eccesso di blasti segni di emofagocistosi estesa emorragia endoalveolare; 3 insufficienza cardiaca con shock cardiogeno. (Access 
to DEA (Emergency Urgency and Acceptance Department) on 11/6/22 (11-JUN-2022) where he died during the night (12-JUN-2022 at 6:15), 
according to his wife about 1 month after vaccination with Comirnaty. Autopsy was performed whose report indicated as initial, intermediate and 
final causes: 1 obstructive CMPI with critical coronary stenosis; 2 refractory anemia with excess blasts signs of hemophagocytosis extensive intra 
alveolar haemorrhage; 3 heart failure with cardiogenic shock.). 


At the time of reporting, the event outcome of Shock hemorrhagic was fatal and event stop date was 12-JUN-2022. 


The Regulatory Authority Sender’s Comment was provided as follows: 

ll paziente ha ricevuto 2 dosi di vaccino anti Covid-19 NUVAXOVID e non COMIRNATY, come riportato dalla moglie (é stato eseguito un controllo 
nell'anagrafe vaccinale regionale). 

La segnalazione é stata fatta dalla MMG che ha visto il paziente una sola volta, a gennaio 2022, per la richiesta di prescrizione di esami ematici il 
cui esito non é mai stato comunicato alla curante. La segnalatrice ha copia solo del referto autoptico e, poiché non ha alcuna informazione in 
cartella clinica, cerchera di recuperare documentazione clinica sia sullo stato di salute del paziente (APR, APP, ...) sia sull’accesso e decesso in 
ospedale. (The patient received 2 doses of the anti Covid-19 NUVAXOVID vaccine and not the COMIRNATY, as reported by his wife (a check in 
the regional vaccine registry was performed). The report was made by the GP who saw the patient only once, in January 2022, for the request for 
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Second Dose 
Time to Onset- 
Last Dose 


prescription of blood tests whose outcome was never communicated to the caregiver. The reporter only has a copy of the autopsy report and, 
since she has no information of the medical record, she will try to retrieve clinical documentation both on the patient's state of health (APR, APP, 
...) and on access and death in the hospital.) 7 

0) 19- JAPAN Adult NUVAXOVID / Injection UNK: 17- Cardio-respiratory 18-AUG-2022 UNK:.4 Y Y Y 

AUG-22 AUG-2022 arrest 

1) 23- 15:00:00 

AUG-22 

2) 07- 

SEP-22 

3) 13- 

SEP-22 

4) 06- 

SEP-22 

5) 06- 

SEP-22 

6) 06- 

SEP-22 

7) 14- 

SEP-22 

8) 21- 

SEP-22 

9) 21- 

SEP-22 

10) 03- 

OCT-22 
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Last Dose 


11) 22- 
NOV-22 
Regulatory 29 1) 1 dosage form 1) NPOO1 Fatal D, MS, H 
Authority Intramuscular 
Male 


0) 19- Adult NUVAXOVID / Injection © UNK:17- Cardiacdeath  18-AUG-2022 UNK:.4. Y Y Y 
AUG-22 AUG-2022 
1) 23- 15:00:00 
AUG-22 

2) 07- 

SEP-22 

3) 13- 

SEP-22 

4) 06- 

SEP-22 

5) 06- 

SEP-22 

6) 06- 

SEP-22 

7) 14- 

SEP-22 

8) 21- 

SEP-22 

9) 21- 
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Time to Onset- 
Last Dose 


29 ~—«-1): 1 dosage form 1) NPOO1 Fatal D, MS 


Male 


0) 19- Adult NUVAXOVID / Injection © UNK:17- Cardiac disorder Y Y Y 
AUG-22 AUG-2022 
1) 23- 15:00:00 
AUG-22 

2) 07- 

SEP-22 

3) 13- 

SEP-22 

4) 06- 

SEP-22 

5) 06- 

SEP-22 

6) 06- 

SEP-22 

7) 14- 

SEP-22 
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Time To Onset- 
Second Dose 


Time to Onset- 
Last Dose 


29 1) 1 dosage form 1) NPOO1 Fatal D 
Intramuscular 


Male 


0) 19- Adult NUVAXOVID / Injection | UNK:17- Pulmonary 18-AUG-2022 UNK:.4 Y Y Y 
AUG-22 AUG-2022 oedema 
1) 23- 15:00:00 

AUG-22 

2) 07- 

SEP-22 

3) 13- 

SEP-22 

4) 06- 

SEP-22 

5) 06- 

SEP-22 

6) 06- 
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Start Date 
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Numbers First dose Seriousne 
ss Criteria 


Time To Onset- 
Second Dose 


Time to Onset- 


Last Dose 


29 1) 1 dosage form 1) NPOO1 Unknown MS 
Intramuscular 
Male 
A 


0) 19- Adult NUVAXOVID / Injection © UNK:17- Cardiomegaly  18-AUG-2022 UNK:.4. Y Y Y 
AUG-22 AUG-2022 

1) 23- 15:00:00 

AUG-22 

2) 07- 

SEP-22 

3) 13- 

SEP-22 

4) 06- 

SEP-22 


MedDRA Version 25.1 Page 11 of 35 C Confidential 


Cy PRO HARMA Run Date and Time:18-Jan-2023 10:24:50 AM EST 
Ye GROUP*® 


COVID-19 VACCINE Cumulative until 19-Dec-2022 


Line Listing of Death, All Cause- Cumulative 


Case Number Case Country Patient Product Name/ Dose Event Preferred Event Onset Timeto Ser Causal UL 
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Dates Group Dose All Doses 
Start Date 
Age Dose Details - All Batch Event Outcome Time To Onset- Event 
Numbers First dose Seriousne 


ss Criteria 


Time To Onset- 
Second Dose 
Time to Onset- 
Last Dose 


29 1) 1 dosage form 1) NP0O1 Unknown MS 
Intramuscular 

Male 
0) 19- Adult NUVAXOVID / Injection UNK: 17- Myocarditis 18-AUG-2022 UNK:.4 Y Y N 
AUG-22 AUG-2022 
1) 23- 15:00:00 
AUG-22 
2) 07- 
SEP-22 


3) 13- 
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Start Date 


Age Dose Details - All Batch Event Outcome Time To Onset- Event 
Numbers First dose Seriousne 
ss Criteria 


Time To Onset- 
Second Dose 
Time to Onset- 
Last Dose 


29 1) 1 dosage form 1) NP001 Unknown MS 
Intramuscular 
Male 
A 
0) 19- Adult NUVAXOVID / Injection UNK: 17-  Pyrexia 18-AUG-2022 UNK:.4 N Y N 
AUG-2022 
15:00:00 
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ss Criteria 


Time To Onset- 
Second Dose 
Time to Onset- 
Last Dose 


29 1) 1 dosage form 1) NP001 Unknown - 
Intramuscular 
Male 
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0) 19- Adult NUVAXOVID / Injection UNK: 17- Malaise 18-AUG-2022 UNK: .4 N Y N 
AUG-22 AUG-2022 
1) 23- 15:00:00 


29 1) 1 dosage form 1) NPOO1 Unknown - 
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Intramuscular 
Male 


Case Narrative On 19-AUG-2022, a serious initial regulatory authority safety report from Japan was received from a physician via the Japanese Regulatory 
Authority (Pharmaceuticals and Medical Devices Agency, PMDA) (reference number: cx a tt and was received by Novavax.on 23-AUG- 


2022 via Takeda Qe . Takeda's narrative was provided as follows: 


This case, initially reported to the Pharmaceuticals and Medical Devices Agency (PMDA) by a physician, was received via the PMDA (Ref, 


On an unknown date, the patient received the 1st dose of a COVID-19 vaccine (product name unknown). 

On 17-Aug-2022, at 15:00, the patient received the 2nd vaccination with this vaccine. 

On 18-Aug-2022, early in the morning, the patient experienced pyrexia and recuperated at home. 

Around 16:00, the patient was confirmed to be fine for the last time. The patient was able to take light meals orally. 

Around 17:00, a family member found that the patient was in a state of cardio-respiratory arrest. The patient was in a state of asystole at the time 
when the ambulance crew made contact and was unresponsive to CPR after arriving at a hospital, so it was discontinued. The patient was 
confirmed dead, and only CT imaging was performed. The patient had died suddenly. Cardiomegaly and pulmonary oedema were observed, but 
it was difficult to distinguish them from postmortem changes, and no other findings that could be the cause of death were noted. 


The outcome of pyrexia, cardiomegaly, and pulmonary oedema was unknown. The outcome of cardio-respiratory arrest was reported as fatal. 
Follow-up investigation will be made. 


Company Comment: 
The events developed after the administration of SARS-CoV-2 rS and there is temporal relationship. 
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On 23-AUG-2022, additional information was received by Novavax via Takeda. Takeda's narrative was provided as follows: 
This case, initially reported to the Pharmaceuticals and Medical Devices Agency (PMDA) by a physician, was received via the PMDA (Ref, 
On 23-Aug-2022, follow-up information was received from a physician. 


The vaccine recipient was diagnosed with an atrial septal defect at birth, which closed spontaneously, and had never been diagnosed with 
arrhythmia during physical examinations as a student or adult. 

On an unknown date, the patient received the 1st dose of a COVID-19 vaccine (product name unknown). 

On 17-Aug-2022, at 15:00, the patient received the 2nd vaccination with this vaccine. 

On 18-Aug-2022, early in the morning, the patient experienced pyrexia and recuperated at home. 

Around 16:00, the patient was confirmed to be fine for the last time. The patient was able to take light meals orally. 

Around 17:00, a family member found that the patient was in a state of cardio-respiratory arrest. The patient was in a state of asystole at the time 
when the ambulance crew made contact and was unresponsive to CPR after arriving at a hospital, so it was discontinued.The patient was 
confirmed dead, and only CT imaging was performed. The death was sudden, and the possibility of myocarditis could not be ruled out. Autopsy 
was not performed because the family member refused. Blood tests were not performed because the time since death had elapsed and no 
reliable data could be obtained from blood tests due to postmortem changes. Diagnostic imaging at the time of death showed cardiomegaly and 
pulmonary oedema, but it was difficult to distinguish them from postmortem changes (cadaveric lividity within the lungs), and no other findings 
were noted that could be the cause of death. 


The outcome of pyrexia, cardiomegaly, pulmonary oedema, and possible myocarditis was unknown. The outcome of cardio-respiratory arrest was 
reported as fatal. 


Follow-up investigation will be made. 
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Reporter comments continuation: 
According to family members, the patient was diagnosed with an atrial septal defect at birth, which subsequently closed spontaneously. The 
patient has never been diagnosed with arrhythmia during a student or adult physical examination. 


Follow-up received on 23-AUG-2022 
Updated: Other Relevant History, Event Information, Narrative, Reporter Comments 


Company Comment: 
The events developed after the administration of SARS-CoV-2 rS and there is temporal relationship. 


On 07-SEP-2022, additional information was received by Novavax via Takeda. Takeda's narrative was provided as follows: 


This case, initially reported to the Pharmaceuticals and Medical Devices Agency (PMDA) by a physician, was received via the PMDA (Ref, 


as. 
On 23-Aug-2022, follow-up information was received from a physician. 
On 07-Sep-2022, follow-up information was received. 


The vaccine recipient was diagnosed with an atrial septal defect at birth, which closed spontaneously, and had never been diagnosed with 
arrhythmia during physical examinations as a student or adult. 


On an unknown date, the patient received the 1st dose of a GOVID-19 vaccine (product name unknown). 
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On 17-Aug-2022, at 15:00, the patient received the 2nd vaccination with this vaccine. 
On 18-Aug-2022, early in the morning, the patient experienced pyrexia and recuperated at home. 
Around 16:00, the patient was confirmed to be fine for the last time. The patient was able to take light meals orally. 


Around 17:00, a family member found that the patient was in a state of cardio-respiratory arrest. The patient was in a state of asysiole at the time 
when the ambulance crew made contact and was unresponsive to CPR after arriving at a hospital, so it was discontinued. The patient was 
confirmed dead, and only CT imaging was performed. The death was sudden, and the possibility of myocarditis could not be ruled out. Autopsy 
was not performed because the family member refused. Blood tests were not performed because the time since death had elapsed and no 
reliable data could be obtained from blood tests due to postmortem changes. Diagnostic imaging at the time of death showed cardiomegaly and 
pulmonary oedema, but it was difficult to distinguish them from postmortem changes (cadaveric lividity within the lungs), and no other findings 
were noted that could be the cause of death. 


The outcome of pyrexia, cardiomegaly, pulmonary oedema, and possible myocarditis was unknown. The outcome of cardio-respiratory arrest 
was reported as fatal. 


Follow-up investigation will be made. 
Reporter comments continuation: 


According to family members, the patient was diagnosed with an atrial septal defect at birth, which subsequently closed spontaneously. The 
patient has never been diagnosed with arrhythmia during a student or adult physical examination. 


Follow-up received on 23-AUG-2022 
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Start Date 


Source Age Dose Details - All Batch Event Outcome Time To Onset- Event 
Numbers First dose Seriousne 


ss Criteria 


Time To Onset- 
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Time to Onset- 
Last Dose 


Updated: Other Relevant History, Event Information, Narrative, Reporter Comments 
Follow-up received on 07-SEP-2022 


Updated: Product Information, Narrative 


Company Comment: 
The.events developed after the administration of SARS-CoV-2 rS and there is temporal relationship. 
On 13-SEP-2022, it was identified that manufacturer control number (MCN is a duplicate to this case, 


The information from has been added to this casc, i [his case, 
ill be retained and 


will be invalidated. Four reporters from subordinate duplicate case were added in to 
master case. 


On 21-SEP-2022, it was identified that manufacturer control number (MCN n are 
duplicates to this case The information from and ave been added 


—— his co be retained and cases (nn i 
will be invalidated. Two reporters u I uplicate cases were added in to master case. 


oe 0S received on 06-SEP-2022, from a consumer via the contact center contained non-significant follow-up information. 
No new information was reported. 
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Time to Onset- 

Last Dose 
Cas received on 14-SEP-2022, from a consumer via the contact center. 
Additional significant follow-up information was received by Novavax from a consumer. The following information was updated: new event heart 
disease(PT: Cardiac disorder) (Serious: Death). was added. Fever was merged under Pyrexia. It was reported the first vaccination was taken less 
than 5 weeks ago. 


On 26-SEP-2022, a significant case correction with Day 0 of 21-SEP-2022 was identified. The following information was updated: Follow-up 
aware date of 21-SEP-2022 was added in the general tab and was marked as significant. 


On 03-OCT-2022, significant additional information was received by Novavax via Takeda. The following information was updated: 2 new events 
were added. On 18-AUG-2022, after vaccination, the individual experienced malaise (PT: Malaise), and acute cardiac death (PT: Cardiac death) 
(Serious: Death; Medically significant). At the time of reporting, the event outcome of Malaise was unknown, and Cardiac death was fatal and 
event stop date was 18-AUG-2022. Cause of death was reported as acute cardiac death (PT: Cardiac death). The lab test the individual received 
was Clarified to be a plain CT (PT: Computerised tomogram). 


Takeda's narrative was provided as follows: 
This case, initially reported to the Pharmaceuticals and Medical Devices Agency (PMDA) by a physician, was received via the PMDA (Ref, 


On 23-Aug-2022, follow-up information was received from a physician. 
On 07-Sep-2022, follow-up information was received. 
On 03-Oct-2022, follow-up information was received from a physician. 


The vaccine recipient was diagnosed with an atrial septal defect at birth, which closed spontaneously, and had never been diagnosed with 
arrhythmia during physical examinations as a student or adult. 

On an unknown date, the patient received the 1st dose of a COVID-19 vaccine (product name unknown). 

On 17-Aug-2022, at 15:00, the patient received the 2nd vaccination with this vaccine. 
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Moee 
On 18-Aug-2022, early in the morning, the patient experienced pyrexia and recuperated at home. Malaise was noted. 

Around 16:00, the patient was confirmed to be fine for the last time. The patient was able to take light meals orally. 

Around 17:00, a family member found that the patient was in a state of cardio-respiratory arrest. The patient was in a state of asysiole at the time 
when the ambulance crew made contact and was unresponsive to CPR after arriving at a hospital, so it was discontinued. The patient was 
confirmed dead, and only plain CT imaging was performed. The death was sudden, and the possibility of myocarditis could not be ruled out. 
Autopsy was not performed because the family member refused. Blood tests were not performed because the time since death had elapsed and 
no reliable data could be obtained from blood tests due to postmortem changes. Diagnostic imaging at the time of death showed cardiomegaly 
and pulmonary oedema, but it was difficult to distinguish them from postmortem changes (cadaveric lividity within the lungs), and no other findings 
were noted that could be the cause of death. The patient was diagnosed with acute cardiac death. 


The outcome of pyrexia, malaise, cardiomegaly, pulmonary oedema, and possible myocarditis was unknown. The outcome of cardio-respiratory 
arrest was reported as fatal. 


No follow-up investigation will be made. 


Reporter comments continuation: 

According to family members, the patient was diagnosed with an atrial septal defect at birth, which subsequently closed spontaneously. The 
patient has never been diagnosed with arrhythmia during a student or adult physical examination. The relationship between the cause of death 
and the adverse events was unknown. 


Follow-up received on 23-AUG-2022 
Updated: Other Relevant History, Event Information, Narrative, Reporter Comments 


Follow-up received on 07-SEP-2022 
Updated: Product Information, Narrative 
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Follow-up received on 03-OCT-2022 
Updated: Lab Data, Event Information, Narrative, Reporter Comments 


Company Comment: 
The events developed after the administration of SARS-CoV-2 rS and there is temporal relationship. 


On 22-NOV-2022, significant additional information from Japan was received from a consumer via the Pharmaceuticals and Medical Devices 


Agency (PMDA) nS via Takeda [IS and was received by Novavax on 28-NOV-2022. 


Takeda's narrative was provided as follows: 
This case, initially reported to the Pharmaceuticals and Medical Devices Agency (PMDA) by a physician, was received via the PMDA (Ref, 


On 23-Aug-2022, follow-up information was received from a physician. 
On 07-Sep-2022, follow-up information was received. 

On 03-Oct-2022, follow-up information was received from a physician. 
On 22-Nov-2022, quality information was received. 


The vaccine recipient was diagnosed with an atrial septal defect at birth, which closed spontaneously, and had never been diagnosed with 
arrhythmia during physical examinations as a student or adult. 

On an unknown date, the patient received the 1st dose of a COVID-19 vaccine (product name unknown). 

On 17-Aug-2022, at 15:00, the patient received the 2nd vaccination with this vaccine. 

On 18-Aug-2022, early in the morning, the patient experienced pyrexia and recuperated at home. Malaise was noted. 

Around 16:00, the patient was confirmed to be fine for the last time. The patient was able to take light meals orally. 
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Around 17:00, a family member found that the patient was in a state of cardio-respiratory arrest. The patient was in a state of asystole at the time 
when the ambulance crew made contact and was unresponsive to CPR after arriving at a hospital, so it was discontinued.The patient was 
confirmed dead, and only plain CT imaging was performed. The death was sudden, and the possibility of myocarditis could not be ruled out. 
Autopsy was not performed because the family member refused. Blood tests were not performed because the time since death had elapsed and 
no reliable data could be obtained from blood tests due to postmortem changes. Diagnostic imaging at the time of death showed cardiomegaly 
and pulmonary oedema, but it was difficult to distinguish them from postmortem changes (cadaveric lividity within the lungs), and no other findings 
were noted that could be the cause of death. The patient was diagnosed with acute cardiac death. 


The outcome of pyrexia, malaise, cardiomegaly, pulmonary oedema, and possible myocarditis was unknown. The outcome of cardio-respiratory 
arrest was reported as fatal. 


No follow-up investigation will be made. 


[Quality survey result] 

Since the drug product used in this case was unable to be collected, the manufacturing and testing records of the used lot NP-001 (drug 
substance/drug formulation) were checked, and review of the sample was conducted. The manufacturing records confirmed that the product 
complied with the specifications of the drug substance and that there were no problems with sterility. In the final product testing, the product 
complied with the sterility test, and the endotoxin was also below the detection limit, indicating no problem with the sterility assurance. 
Additionally, no abnormalities were found in the visual inspection of the sample of the lot. 


Reporter comments continuation: 

According to family members, the patient was diagnosed with an atrial septal defect at birth, which subsequently closed spontaneously. The 
patient has never been diagnosed with arrhythmia during a student or adult physical examination. The relationship between the cause of death 
and the adverse events was unknown. 


MedDRA Version 25.1 Page 24 of 35 _C Confidential 


ey PROPHARMA Run Date and Time:18-Jan-2023 10:24:50 AM EST 
Ns /, G ROUP® 


COVID-19 VACCINE Cumulative until 19-Dec-2022 


Line Listing of Death, All Cause- Cumulative 


h @ @ O @ D BE 8 OR 
B oup Blo BYe 
Da 
0 @ UO & ps ba 6 0 00 
D ele ¢ 
en @ 
onGd VO 
0 U 


Follow-up received on 23-AUG-2022 
Updated: Other Relevant History, Event Information, Narrative, Reporter Comments 


Follow-up received on 07-SEP-2022 
Updated: Product Information, Narrative 


Follow-up received on 03-OCT-2022 
Updated: Lab Data, Event Information, Narrative, Reporter Comments 


Follow-up received on 22-NOV-2022 
Updated: Product Information, Narrative 


Company Comment: 
The events developed after the administration of SARS-CoV-2 rS.and there is temporal relationship. 
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On 12-AUG-2022, this serious, initial regulatory authority safety report from Taiwan, Province of China was received from an other health 
professional via the Centers for Disease Control, Ministry of Health and Welfare (reference number: ee and was 
received by Novavax on 17-AUG-2022. 


A female individual of 84.8 years was vaccinated with intramuscular Nuvaxovid 10 ug/mL suspect Covid-19 vaccine dose 2. on 31-JUL-2022. 


The following medical history was reported: hypertension, mastectomy and COVID-19 VACCINE MRNA (BNT162B2) dose 1 on 29-MAY-2022. 
On 04-MAR-2022 and 06-JUN-2022 the individual visited the Neurology outpatient clinic and was diagnosed with neuralgia, neuritis, Parkinson's 
disease, hypertensive heart disease, depression, and delirium. Additionally on O6-JUN-2022 the individual visited the Ophthalmology outpatient 
clinic and was diagnosed with angle closure glaucoma, conjunctival disorder, injury corneal, conjunctivitis, and cataract. On O9-JUN-2022, 24- 
JUN-2022 and 01-JUL-2022 the individually attended the Thoracic medicine outpatient clinic and was diagnosed with bronchiectasis, rhinitis 
allergic, pulmonary tuberculosis, breast cancer, and follow-up regarding their Parkinson's disease diagnoses. 


No concomitant medications were reported. 


On 01-AUG-2022, 1 day after vaccination, the individual experienced high blood pressure (PT: Hypertension) (Serious: Death). Subsequently, on 
03-AUG-2022, 3 days after vaccination, the individual experienced persistent high blood pressure (PT: Hypertension) (Serious: Death), and stroke 
symptoms (PT: Cerebrovascular accident) (Serious: Death and Medically Significant). 


At the time of reporting, the event outcome of Hypertension, and Cerebrovascular accident was fatal with the date of death on an unspecified day 
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in AUG-2022. 

On 08-AUG-2022 Judicial autopsy was conducted and preliminary judgement on the cause of death was determined as Cardiovascular disorder. 
Lot number was not provided in the report. 

The Ceniers for Disease Control, Ministry of Health and Welfare narrative was provided as follows: 

2022/08/10 84-year-old female, COVID-19 vaccination code: CO5A (care recipients of community-based, home-based long term care and of 
social welfare institutions, persons with disabilities receiving vocational rehabilitation-related services) Past medical history: left breast 
mastectomy and high blood pressure. 

111/5/29 Had 1st dose of BNT vaccine. 

111/7/31 Had 2nd dose of Novavax vaccine. 

The daughter of the patient stated that the case patient developed hypertension on 8/1, and had persistent high blood pressure and stroke 
symptoms on 8/3. The family members suspected that the cause of patient death was related to the vaccine, so an autopsy investigation was 
carried out. 111/8/9 Judicial autopsy was conducted, preliminary judgment on the cause of death: cardiovascular disease 

Below is the follow up: 

2022/08/11 Please help find out whether the case patient had been sent to see the doctor. If seeing the doctor, please ask the medical institution 


to provide relevant medical records. Please also find out whether the family members of the case are willing to apply for the VICP, and assist in 
the application as appropriate. 
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Case Narrative On 16-AUG-2022, a serious, initial Regulatory Authority safety report from Taiwan, Province Of China was received from an other health 


professional via Centers for Disease Control, Ministry of Health and Welfare (Reference Number: i and was received 
by Novavax on 31-AUG-2022. 


An Adult male in 6 decades was vaccinated with intramuscular Nuvaxovid 10 ug/mL suspect Covid-19 vaccine dose 4 (second booster) on 23- 
JUL-2022. 


The following medical history was reported: First and second doses of AZ (AstraZeneca COVID-19 vaccine) on 16-JUL-2022 and 08-OCT-2021, 
and the third dose with Moderna booster (Moderna COVID-19 vaccine) on 15-JAN-2022. Reportedly, the individual had no chronic diseases. 


No concomitant medications were reported. 
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a Jose 
On 23-JUL-2022, after vaccination, the individual experienced chest tightness (PT: Chest discomfort) (Serious: Death). Reportedly, the next day, 
the symptoms became "more obvious" afterwards because the symptoms did not improve and on an unspecified date in 2022, the individual 
started to feel loss of appetite (PT: Decreased appetite) (Serious: Death). 


At the time of reporting, the event outcomes of Chest discomfort and Decreased appetite were fatal on 13-AUG-2022. 
On 13-AUG-2022, the individual died. Autopsy was performed and the certificate indicated that the death was due to psychogenic shock. 
Lot number was not provided in the report. 


The Centers for Disease Control, Ministry of Health and Welfare narrative was provided as follows: 

2022/08/15 56-year-old male, whose family member reported no chronic diseases, received the first and second doses of AZ at a Clinic on 
110/7/16, 110/10/8, and the third dose with Moderna booster on 111/1/15, 111/7/23 received the second booster with Novavax, felt a little chest 
tightness on the day after the injection, and the symptoms became more obvious the next day, afterwards because the symptoms did not 
improve, started to feel loss of appetite and could not eat, 111/8/9 went to a Clinic for medical treatment, doctor prescribed medicine and 
suggested to go to a large hospital for medical treatment. The patient decided to take the medicine first, and then go to the large hospital for 
medical treatment on the next public holiday (next Tuesday), patient passed out at home on the morning of 11/8/13, the family urgently called 
119, died before arriving at the hospital. At present, the judicial examination has ended, and the family decided not to perform an autopsy. The 
following is the follow-up care 2022/08/15 family has been contacted and also explained the matters related to the VICP (Vaccine Injury 
Compensation Program) application, family member (son), expressed understanding, will fill in the application form and submit the relevant 
documents in the near future. In addition, because the family member decided not to conduct an autopsy, the judicial examination has been 
completed, and family member said the autopsy certificate indicates that the death was due to psychogenic shock, documents will be uploaded to 
the system after family member supply it, another clinic's medical summary will be provided by the family member's application form. 
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Case Narrative On 21-OCT-2022, a serious, initial Regulatory Authority Safety Report from Taiwan, Province Of China, was received from an other health 
professional via the Centers for Disease Control, Ministry of Health and Welfare (nn and was received by Novavax on 
26-OCT-2022. 


A 93.8 year-old female of an unspecified race was vaccinated with intramuscular Nuvaxovid 10 ug/mL suspect Covid-19 vaccine Dose 1 on 29- 
JUL-2022. 


The following medical history were reported: Diabetes mellitus, Hypertension, Myocardial ischaemia and Stent placement. 
No concomitant medications were reported. 
On 31-JUL-2022, 2 days after vaccination, resulted in the death of the individual (PT: Death) (Serious: Death and Medically Significant). 


At the time of reporting, the event outcome of Death was fatal and event stop date was 31-JUL-2022. 


Unknown if autopsy was performed. 
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Lot number was not provided in the report. 
Centers for Disease Control, Ministry of Health and Welfare narrative was provided as follows: 


2022/10/19 case patient received CoV_Novavax-1 at ENT clinic on 1110729. No symptoms of discomfort after returning home. 

1110731 the main complaint of case patient was heart discomfort and out of breath. Sent to hospital by family at 09:30, died due to shock at the 
entrance of the emergency department. Sent to emergency department for emergency treatment but failed. 

The disease history of the case patient is hypertension ischemic heart disease and diabetes, with a stent placed. 

Patient family stated there is no abnormal conditions of the case patient, death caused after vaccination, thus applied for Victim Relief. 

Below is follow up: 

2022/10/19 Clinical and Laboratory abstracts (Please specify the time of occurrence of adverse reactions, the medical conditions of the patient at 
each hospital, the clinical and laboratory conditions of the preliminary investigation visit, and the prognosis recovering etc. in chronological order.) 
&#x0D; 

case patient received CoV_Novavax-1 at ENT clinic on 1110729. No symptoms of discomfort after returning home. 

&#x0D; 1110731 the main complaint of case patient was heart discomfort and out of breath, sent to hospital by 

family at 09:30, died due to shock at the entrance of the emergency department. &#x0D; Sent to emergency department for emergency treatment 
but failed. &#x0D; The disease history of the case patient is hypertension ischemic heart disease and diabetes, with a stent placed. &#x0D; 
Patient family stated there is no abnormal conditions of the case patient, death caused after vaccination, thus applied for Victim 

Relief. &#x0D; (The applicant in this case does not have the same household registration as his/her mother’s thus could only provide ID card to 
prove the kin relationship) &#x0OD; enquirer of this case would like to request financial support, therefore besides in assist with the case handling, 
sacial and Humanities emergency assistance window has been provided to this case. Due to the death of the case patient, case has been 
closed. The case can be understood. Consultation number is provided to the case enquirer. 


On 31-OCT-2022, a non-significant case correction was identified. The following information was updated: Age was updated to 94 years and the 
narrative should read , 'A 93.8 year old female of an unspecified race was vaccinated with intramuscular Nuvaxovid 10 ug/mL suspect Covid-19 
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vaccine Dose 1 on 29-JUL-2022". 
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Case Narrative On 04-NOV-2022, this serious, initial Regulatory Authority safety report from Taiwan, Province of China was received from an other health 


professional and Consumer via the Centers for Disease Control, Ministry of Health and Welfare (reference number: 
and was received by Novavax on 09-NOV-2022. 


A 76.5 year ald female of an unspecified race was vaccinated with intramuscular Nuvaxovid 10 ug/mL suspect Covid-19 vaccine Dose 4 on 02- 
SEP-2022. 


The following medical history was reported: Chronic kidney disease, Diabetes mellitus, Hyperlipidemia and Hypertension. 

No concomitant medications were reported. 

On 08-SEP-2022, 7 days after vaccination, the individual experienced fever (PT: Pyrexia) (Serious: Death), seizure/convulsion (PT: Seizure) 
(Serious: Death and Medically Significant), shortness of breath and shortness of breath with activity (PT: Dyspnoea) (Serious: Death), altered 


consciousness (PT: Altered state of consciousness) (Serious: Death and Medically Significant) and syncape (PT: Syncope) (Serious: Death and 
Medically Significant). 


Relevant laboratory tests included: Electrocardiogram (Result: Normal; morning of 08-SEP-2022), Blaod pressure measurement (Result: Normal; 
on the morning of 08-SEP-2022), Body temperature (Result: Normal; morning of 08-SEP-2022), Oxygen saturation (Result: Normal; morning of 
08-SEP-2022), Cardiac murmur (Result: Slight heart murmur; morning of 08-SEP-2022), Oxygen saturation (Result: 98%; evening of 08-SEP- 
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2022). 
The individual received treatment for the events. Details of treatment have been provided below in the regulatory authority narrative. 


At the time of reporting, the event outcomes of Pyrexia, Syncope, Altered state of consciousness, Dyspnoea and Seizure were fatal and event 
stop date was 16-SEP-2022. 


Unknown if autopsy was performed. 
Lot number was not provided in the report. 


The Centers for Disease Control, Ministry of Health and Welfare's narrative was provided as follows: 

2022/09/08 The patient came to the clinic to visit a doctor due to the feeling of short of breath when ambulating in the morning, electrocardiogram, 
blood pressure, temperature, blood oxygen examinations were normal, slight heart murmur; Came to the clinic in the evening with the 
development of fever, initial blood oxygen was 98%, blood pressure, heart beat were normal, developed shortness of breath in the clinic later, it 
was recommended to transfer to the emergency department, while waiting for the ambulance, developed syncope, convulsion, loss of 
consciousness, followed by CPR and transferred to the emergency department --------------------- — the below is for follow-up ----------—----------- 
2022 / 11 / 03 the daughter of the case patient stated that her mother had no particular discomfort after the administration of Novavax on 9 / 2, on 
9 / 8 felt shortness of breath when ambulating in the morning , hence visited the clinic, electrocardiogram, blood pressure, temperature, blood 
oxygen examinations were normal, slight heart murmur; due to the development of fever at night, went back to see a doctor, initial blood oxygen 
was 98%, blood pressure, heart beat were normal, developed shortness of breath in the clinic later, the doctor recommended to transfer to the 
emergency department, while waiting for the ambulance, developed syncope, convulsion, loss of consciousness, followed by CPR and 
transferred to the emergency department, initiated OHCA before arriving at the hospital, was monitored in intensive care unit after first aid, 
afterwards due to acute rupture of chordae tendineae and complicated with severe mitral regurgitation, passed away on 111 /9/ 16. The case 
patient’s daughter stated that because she thought the cause of her mother's death was unlikely related to the patient’s usual chronic diseases, 
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Case Number Case Country Patient Product Name/ Dose Event Preferred Event Onset Timeto Ser Causal UL 
Receipt Age Formulation number: Term Date Onset - (CORE) 
Dates Group Dose All Doses 
Start Date 


Age Dose Details - All Batch Event Outcome Time To Onset- Event 
Numbers First dose Seriousne 


ss Criteria 


Time To Onset- 

Second Dose 

Time to Onset- 

Last Dose 
therefore, on 11 / 2, asked the doctor from the clinic to assist with the report, the VICP related process has been explained to the case patient’s 
daughter, the case patient’s daughter said she understands, after which documents would be prepared and sent to the Health Bureau. 


Total Row Count: 23 
Total Case Count: 9 
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SAFETY SIGNAL EVALUATION REPORT FOR 


Diarrhoea with Use of NUVAXOVID™ 


Date of Report: 13-Jan-2023 


THIS DOCUMENT IS CONFIDENTIAL 


Any information presented in this document shall be treated as confidential and shall remain the 
property of NOVAVAX. The use of such confidential information must be restricted to the use of the 
recipient for the agreed purpose and must not be disclosed, published or communicated to any 
unauthorised persons, in any form, for whatever purpose without the written consent of NOVAVAX. 
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1 INTRODUCTION 


In response to Assessor Comments to the first Periodic Benefit Risk Evaluation Report 
(PBRER), which covered period of 20-Dec-2021 to 19-Jun-2022 submitted for 
NUVAXOVID, this signal evaluation report provides an analysis on the validated safety 
signal of MedDRA Preferred Term Diarrhoea reported with the administration of 
NUVAXOVID™ indicated for or active immunisation to prevent COVID-19 caused by 
Severe Acute Respiratory Syndrome Coronavirus 2 (SARSCoV2) based on the information 
available to Novavax, Inc. (NVX). 


The International Birth Date IBD) of NUVAXOVID™ is 20-Dec-2021 with the first 
approval in the European Union (EU). 


NUVAXOVID is a recombinant, adjuvanted protein vaccine indicated for active 
immunisation to prevent COVID-19 caused by Severe Acute Respiratory Syndrome 
Coronavirus 2 (SARS-CoV-2). NUVAXOVID is authorised as a two-dose primary series in 
individuals 12 years of age and older (authorised as COVOVAX for individuals 7 years and 
older), and as a booster dose in adults. Further details on the mechanism of action, 
indications, pharmaceutical form(s), and instructions for use are presented in the Reference 
Safety Information (RSI) for NUVAXOVID™ in the Company Core Data Sheet (CCDS), 
version 6, effective date: 10-Aug-2022. 


Diarrhoea is not included as an adverse event following immunization in the CCDS or local 
labeling. 
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2 SOURCE OF THE SIGNAL 


The safety signal of diarrhoea was validated in response to a query by the Pharmacovigilance 
Risk Assessment Committee (PRAC) in their preliminary assessment report (14-Nov-2022) 
for first PBRER which covered period of 20-Dec-2021 to 19-Jun-2022. Procedure no.: 
EMEA/H/C/PSUSA/00010972/202206) references the following comment from the PRAC 
Assessment Report (14-Nov-2022): 


All ICRS in the reporting period have been evaluated and discussed in detail in previous 
MSSRs. However, it is noted that a number of reports of tinnitus, dyspnoea and diarrhoea (all 
unlisted) have been reported. The MAH is kindly asked to present an assessment of these 
reports and is asked whether any revision of the product information is considered necessary 


To evaluate and further characterize this signal, a comprehensive review of the safety data 
relevant to MedDRA PT of Diarrhoea from clinical trials and the post-authorisation safety 
database has been performed to determine whether the available evidence supports or refutes 
a causal association between NUVAXOVID™ and diarrhoea. 
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3 BACKGROUND 
3.1. Background Related to Signal 


Diarrhoea is a common medical problem characterized by frequent, loose, watery stools and 
abdominal pain. Many factors can lead to diarrhea such as infections (viral, bacterial, 
parasitic), food allergy/intolerance/contamination, drug reaction, simultaneous diseases or 
intestinal diseases like inflammatory bowel disease. Based on disease duration of severity, 
diarrhoea is classified in three types: acute diarrhoea, persistent diarrhoea, and dysentery. 


3.2. Epidemiology 


In 2019, globally there were 6:58 billion incident cases of diarrhoea which contributed to 
1-53 million deaths, disproportionally affecting locations with poor access to health care, safe 
water, and sanitation, and resource-limited populations.! In the United States, approximately 
179 million cases of acute diarrhoea occur each year, amounting to 0.6 episodes per person 
per year.” Diarrhoea is usually underreported and depending on the disease severity caused by 
different pathogens, the degree of under reporting ranges from 2-38-fold.? 


Though COVID-19 is a respiratory disease, diarrhoea is also a common symptom, affecting 
11.5% of the patients.* Diarrhoea has been reported after the receipt of COVID-19 vaccine 
and accounted for 3.1% of adverse events after COVID-19 vaccination reported to Centers 
for Disease Control (CDC) Vaccine Adverse Event Reporting System (VAERS); the rates 
were similar among recipients of Pfizer COVID-19 vaccine (3.1%) and Moderna COVID-19 
vaccine (3.0%).° Among these post-vaccination diarrhoea cases, 14.9% were hospitalized and 
1.9% died.* A cross-sectional study among healthcare workers showed that 4.61% of 
BNT162b2 mRNA vaccine recipients reported diarrhoea.® Clinical trial data indicate that 
diarrhoea after Pfizer COVID-19 vaccination might vary by age (Table 1),’ and around 1.2% 
of Moderna COVID-19 vaccine recipients reported diarrhoea in clinical trial.® 


Table 1: Proportion of Diarrhoea after Pfizer COVID-19 Vaccination’ 


a 9 


18-55 years 11.1% 10.4% 


3.3. Labeling 


Diarrhoea is not a labeled event as per the current version of the CCDS (Version 6.0; 
effective 10-Aug-2022). 
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4 EXPOSURE DATA 


4.1 Cumulative Subject Exposure in Clinical Trials 
Subject exposure in clinical trials used in this analysis are in Section 6.1. 
4.2 Cumulative Exposure Data from Post-Authorisation Experience 


Distribution data are provided for all regions that received NUVAXOVID™ (NVX- 
CoV2373) and COVOVAX, including some regions where administration data were also 
available (refer to Table 2). 


Cumulatively, 2,401,803 NUVAXOVID™ doses have been administered in Australia, 
Canada, EU, Israel, Japan, New Zealand, Singapore, South Korea, Switzerland, Taiwan, and 
the USA and 29,710 COVOVAX doses were administered in India (as of 31-Dec-2022). A 
total of 105,103,560 NUVAXOVID™ doses (95,771,310 NUVAXOVID and 

9,332,250 COVOVAX doses) were distributed globally (refer to for interval and cumulative 
administration and distribution data). 


Table 2: Interval and Cumulative Distribution and Administration Data from 
Post-Authorisation Experience Presented by Region/License Partner 


india SUPE 
indonesia SPL) 
nel (Median 
lpn (Take 


New Zealand (Biocelect New Not Available 1,008,000 
Zealand Ltd.)° 

Singapore (PharmaEng Not Available 81,000 
Technology Pte Ltd)* 


Switzerland (NVX) ° 394 
Tavan NV 
Taand (TPL 
ore 
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Table 2: Interval and Cumulative Distribution and Administration Data from 
Post-Authorisation Experience Presented by Region/License Partner 


Region / LP Total Doses Administered # Total Doses Distributed * 
USA (NVX) > 7,675 Not Available 


NUVAXOVID (NVX-COV2373) 87,684 9,727,780 
Total 


india SPL 
indonesia SUP 
nel ediainFro 
fp Taka 


New Zealand (Biocelect New 7,039 2,031,800 
Zealand Ltd.) 

Singapore (PharmaEng 18,073 615,000 
Technology Pte Ltd)* 


Tian (SPL) 
Te 
USA (WV 


NUVAXOVID NVX-COV2373 2,401,803 95,771,310 
Total 


COVOVAX Total 29,710 9,332, 250 
Cumulative Total 2,431,513 105,103,560 


a Data presented as recorded. 
b NUVAXOVID™ (NVX-COV2373) 
c COVOVAX 
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5 METHODS 
5.1 Search Strategy 
5.1.1 Clinical Trials 


The clinical trial database was reviewed for unsolicited AEs using the MedDRA PT of 
Diarrhoea. The search included unblinded data from Studies 2019nCoV-301, 201 9nCoV-302 
and 2019 CoV-501. 


5.1.2 Post-Authorisation Data 


The global vaccine safety database was queried for cumulative ICSRs using the MedDRA PT 
of Diarrhoea with data lock point of 16-Nov-2022. 


5.2 ‘Analysis Strategy 
5.2.1 Adjudication Against a Case Definition 


Brighton Collaboration (BC) case definition for diarrhoea is available; however, none of the 
serious ICSRs had details of frequency or consistency of stool, so none met any case criteria 
due to not enough information available. 


5.2.2 Case Review 


All cases retrieved from post-authorisation data were reviewed with a focus on cases that 
were serious due to criteria of death, hospitalization, medically significant, disability and/or 
life-threatening. 


5.2.3 Causality Assessment 


All cases with seriousness criteria were reviewed at the case level and in aggregate for 
evidence of causality, including temporal association with NUVAXOVID™ administration 
and the presence of any alternative etiologies. 
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6 RESULTS 


6.1 Analysis of Data from Clinical Trials 


A summary of clinical trial cases of diarrhoea is shown in Table 3, Table 4 and Table 5 below. 
No treatment group difference was noted. 


Table 3: Study 2019nCoV-301: SOC Gastrointestinal disorders, PT Diarrhoea 


Unsolicited AEs within 49 days of first vaccination Unsolicited AEs through 28 days 
after booster vaccination 


Pre-crossover period Post-crossover period Booster dose 


Vaccine Placebo Vaccine Placebo Vaccine 
N = 19,735 N = 9,847 N = 6,416 N = 15,298 N=12,777 


n= 108 (0.5%) | n= 56 (0.6%) n= 18 (0.3%) n= 26 (0.2%) n= 5 (<0.1%) 
Adverse events coded using MedDRA v 25.0. Adverse events coded using 
Data extraction:26Mar2022 MedDRA v 25.0 


Data extraction 18Aug2022 


Table 4: Study 2019nCoV-302: SOC Gastrointestinal] Disorders, PT Diarrhoea 


Overall treatment groups 
Vaccine N= 7568 Placebo N=7570 
n= 83 (1.1%) n= 69 (0.9%) 


Adverse events coded using MedDRA v 24.1. 
Unblinded Final DBL Analysis, data extract 30-Mar-2022. 


Table 5: Study 2019nCoV-501: SOC Gastrointestinal Disorders, PT Diarrhoea 


Unsolicited adverse events after first vaccination (pre-crossover) Overall treatment groups 
Vaccine N= 2211 Placebo N=2197 


Adverse events coded using MedDRA v 23.0. 
12-month FA Unblinded, data extract 14-Feb-2022. 
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6.2 Analysis of Cumulative ICSR from Post-Authorisation Safety Database up to 16- 
Nov-2022 


As of 16- Nov-2022, a total of 93 ICSRs including events of diarrhoea have been reported, a 
majority of which were non-serious 84% (78/93). Case characteristics and demographics are 
presented in Table 6 and Table 7. 


Most of the ICSRs were received from Australia 45% (42/93) and Germany 20% (19/93). 
Seven ICSRs of diarrhoea (8%; including one verified as a duplicate) involved 
hospitalization. There were no life-threatening or fatal ICSR reported. 


Time to onset of diarrhoea ranged from 0 to 7 days for 56% of events and was unknown for 
42% of events. The majority of the ICSR 95% (88/93) included multiple co-reported events. 
The most frequent co-reported PTs with diarrhoea ICSRs were reactogenic in nature, 
including fatigue (46%), headache (44%), nausea (42%), pyrexia (30%), injection site pain 
(28%), and dizziness (25%). 


Individual-level data for cases involving hospitalization, disability, or medically significant 
are presented in Table 8 below. 


EudraVigilance Data Analysis (EVDAS) electronic Reaction Monitoring Report (eRMR) 
data (16-Dec-2022 through 31-Dec-2022) showed a Reporting Odds Ratio (ROR) of 0.52 
with signal disproportionate reporting (SDR) of “no” and Vaccine Adverse Event Reporting 
System (VAERS) data (03-Dec-2022 through 16-Dec-2022) showed an EBOS of 0.177 for PT 
of Diarrhoea. 


Table 6: Event Characteristics 


SOC Gastrointestinal Disorders, PT Diarrhoea Nomber of Percentage of 
Reports <n 


Total Reports Retrieved ae eee eee 
Reports Meeting a Case Definition a ee ee ee 


awe 
ee 
eS 


fee | 
Incidence 
a 
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a 
a 
Se 

a 
a 


Seriousness Criteria Medically significant 
Other Medically important 
condition 


a 
[ister Raat [0] ras 
a 
antes 
ee 
Sa 
a 
SE 
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reported in Initial Recovered/Resolved 


*One serious case was identified as a duplicate and will be invalidated 
**Some individuals had more than one dose 


Table 7: Demographic Characterisation of Retrieved Cases 


N=93 a N=18 (19%) N=75 (81%) 
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Table 8: Case Series for PT of Diarrhoea that Resulted in Hospitalization, Disability and Medically Significant 


Case Number 


PT 
(Verbatim)/ 
Seriousness 
Criteria* 


Campylobacter 
gastroenteritis 
(Campylobacte 
r 
gastroenteritis)/ 
MS, H 
Confusional 
state 
(Confusional 
state)/ H 
Diarrhoea 
(Diarrhoea)/ H 
Oropharyngeal 
pain 
(Oropharyngeal 
pain)/ H 

Chills (Chills)/ 
H 

Nausea 
(Nausea)/H 
Pyrexia 
(Pyrexia)/ H 
Diarrhoea 
(Diarrhoea)/ H 
Paraesthesia 
(Tingling in the 


TTO (Days) 


Sponsor 
Causality/Ratio 
nale 


Inconsistent with 
causal 
association with 
vaccination. 
There is an 
identified 
infectious 
etiology 
(campylobacter) 
for the event. 


Indeterminate 
causal 
association with 
vaccination. The 


Brief Summary 


A 86-year-old female from with reported medical history 
of use of other vaccines in the last 4 weeks prior to Nuvaxovid and 
history of unknown allergies and no reported concomitant 
medications was hospitalized due to campylobacter gastroenteritis 
(PT: Campylobacter gastroenteritis), chills (PT: Chills), confusional 
state (PT: Confusional state), diarrhoea (PT: Diarrhoea), nausea 
(PT: Nausea), oropharyngeal pain (PT: Oropharyngeal pain) and 
pyrexia (PT: Pyrexia) 1 day after receiving primary dose of 
Nuvaxovid 10 ug/mL. At the time of this report the individual was 
hospitalized for 7 days. Diagnostic tests were not reported but 
symptoms were positive for campylobacter and included confusion, 
sore throat, nausea, diarrhoea, rigors, and fever. The treatment 
included paracetamol and fluids. Outcome of Campylobacter 
gastroenteritis for was not resolved. The outcome of all events was 
unknown. 


A 43-year-old female from [J with no reported medical 
history or concomitant medications was hospitalized due to 
diarrhoea (PT: Diarrhoea), exhaustion (PT: Fatigue), tingling in the 
feet and hands (PT: Paraesthesia), concentration problems (PT: 
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Table 8: 


Case Number 
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Case Series for PT of Diarrhoea that Resulted in Hospitalization, Disability and Medically Significant 


PT 
(Verbatim)/ 
Seriousness 
Criteria* 

feet and hands)/ 
H 


Feeling 
abnormal (Fog 
in brain)/ H 
Dizziness 
(Dizziness)/ H 
Disturbance in 
attention 
(Concentration 
problems)/ H 
Fatigue 
(Exhaustion)/ H 
Fatigue 
(Tiredness)/ H 


Thrombosis 
(Thrombosis)/ 
MS, H 
Hypotonia 
(Floppy)/ H 
Blood lactate 
dehydrogenase 
increased (LDH 
increased)/ H 
Full blood 
count abnormal 


TTO (Days) 


0 (same day) 


Diagnostic 
evidence 


Not reported 


Sponsor 
Causality/Ratio 
nale 


event occurred 
shortly after 
vaccination, but 
there is 
insufficient 
information to 
tule out 
alternative 
explanations for 
the event. 


Indeterminate 
causal 
association with 
vaccination. 
There is 
insufficient 
information to 
rule out an 
alternative 
explanation for 
the event; 
diagnostic tests 


Brief Summary 


Disturbance in attention), dizziness (PT: Dizziness), tiredness (PT: 
Fatigue), fog in brain (PT: Feeling abnormal) 1 day after receiving 
primary dose of Nuvaxovid 10 ug/mL. Diagnostic tests were not 
reported. The treatment was not reported. At the time of the 
reporting, the outcome for all events was not resolved. 


A 40-year-old female from with reported medical history 
of gastritis, hypothyroidism, nausea, dizziness, drowsiness, 
vomiting, poor eyesight, headache, limb pain, poor concentration, 
poor coordination, heart racing, stomach pain, diarrhoea, dizziness, 
high blood pressure, allergies to house dust, grass, pollen and no 
reported concomitant medications was hospitalized due to LDH 
increased (PT: Blood lactate dehydrogenase increased), blood count 
abnormal (PT: Full blood count abnormal), floppy (PT: Hypotonia), 
pain NOS (PT: Pain), hypertension (PT: Hypertension), foggy 
feeling in head (PT: Feeling abnormal), dizziness (PT: Dizziness), 
nausea (PT: Nausea), vomiting (PT: Vomiting), diarrhoea (PT: 
Diarrhoea), thrombosis (PT: Thrombosis) on the day of receiving 
primary dose of Nuvaxovid 10 ug/mL. Diagnostic tests were not 
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Case Series for PT of Diarrhoea that Resulted in Hospitalization, Disability and Medically Significant 


PT 
(Verbatim)/ 
Seriousness 
Criteria* 


TTO (Days) 


(Blood count 
abnormal)/ H 
Pain (Pain 
NOS)/ H 
Dizziness 
(Dizziness)/ H 
Diarrhoea 
(Diarrhoea)/ H 
Feeling 
abnormal 
(Foggy feeling 
in head)/ H 
Hypertension 
(Hypertension)/ 
H 

Nausea 
(Nausea) /H 
Vomiting 
(Vomiting)/ H 
Blood lactate 
dehydrogenase 
increased (LDH 
increased)/ H 
Thrombosis 
(Thrombosis)/ 
H 


0 (same day) 


Diagnostic 
evidence 


Not reported 
Verified 
duplicate of 
2022NVX-DE- 
000003028 and 
will be 
invalidated 


Sponsor 
Causality/Ratio 
nale 


were not 
reported. 


Indeterminate 
causal 
association with 
vaccination. 
There is 
insufficient 
information to 
rule out an 


Brief Summary 


reported. The treatment was not reported. At the time of the 
reporting, the outcome of blood lactate dehydrogenase increased, 
full blood count abnormal, hypotonia, pain, hypertension, 
thrombosis, dizziness, nausea, vomiting, diarrhoea and feeling 
abnormal were recovered with sequelae with event stop date of 
about two and a half months later. 


A 40-year-old female from Germany with reported medical history 
of gastritis, hypothyroidism, nausea, dizziness, drowsiness, 
vomiting, poor eyesight, headache, limb pain, poor concentration, 
poor coordination, heart racing, stomach pain, diarrhoea, dizziness, 
high blood pressure, allergies to house dust, grass, pollen and no 
reported concomitant medications was hospitalized due to LDH 
increased (PT: Blood lactate dehydrogenase increased), thrombosis 
(PT: Thrombosis), floppy (PT: Hypotonia), nausea (PT: Nausea), 
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Case Series for PT of Diarrhoea that Resulted in Hospitalization, Disability and Medically Significant 


PT 
(Verbatim)/ 
Seriousness 
Criteria* 
Hypotonia 
(Floppy)/ H 
Diarrhoea 
(Diarrhoea)/ H 
Full blood 
count abnormal 
(Blood count 
abnormal)/ H 
Dizziness 
(Dizziness)/ H 
Visual 
impairment 
(Visual 
disturbance 
NOS) H 
Abdominal 
pain 
(Abdominal 
crampy pains)/ 
H 


Feeling 
abnormal 
(Foggy feeling 
in head)/ H 
Hypertension 
(Hypertension)/ 
H 


TTO (Days) 


Diagnostic 
evidence 


Sponsor 
Causality/Ratio 
nale 


alternative 
explanation for 
the event; 
diagnostic tests 
were not 
reported. 


Brief Summary 


diarrhoea (PT: Diarrhoea), foggy feeling in head (PT: Feeling 
abnormal), blood count abnormal (PT: Full blood count abnormal), 
dizziness (PT: Dizziness), vomiting (PT: Vomiting), visual 
disturbance NOS (PT: Visual impairment), abdominal crampy 
pains (PT: Abdominal pain), hypertension (PT: Hypertension) on 
the day of receiving primary dose of Nuvaxovid 10 ug/mL. 
Diagnostic tests were not reported. The treatment was not reported. 
At the time of the reporting, the outcome of blood lactate 
dehydrogenase, thrombosis, hypotonia, nausea, diarrhoea, 
hypertension, full blood count abnormal, dizziness, vomiting, visual 
impairment, abdominal pain and feeling abnormal were recovered 
with sequelae and event stop of about two and a half months later. 
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Table 8: 


Case Number 


Confidential 


Signal Evaluation Report 


Case Series for PT of Diarrhoea that Resulted in Hospitalization, Disability and Medically Significant 


PT 
(Verbatim)/ 
Seriousness 
Criteria* 


TTO (Days) 


Nausea 
(Nausea)/ H 
Vomiting 
(Vomiting)/ H 


Alanine 
aminotransferas 
e increased 
(Alanine 
aminotransferas 
e (ALT) 216)/ 
H 

Abdominal 
distension 
(Abdominal 
swelling)/ H 
Pain (Acute 
pain)/ H 
Gamma- 
glutamyl 
transferase 
increased 
(Gamma- 
glutamyl 
Transferase 
(GGT) 310)/H 
Diarrhoea 
(Diarrhoea)/ H 


Diagnostic 
evidence 


Alanine 
aminotransferas 
e increased 
(216), Gamma- 
glutamyl 
transferase 
increased 
(310), and 
Aspartate 
Aminotransfera 
se (43) 


Sponsor 
Causality/Ratio 
nale 


Indeterminate 
causal 
association with 
vaccination. The 
event occurred 
shortly after 
vaccination, but 
there is 
insufficient 
information to 
rule out 
alternative 
etiologies for the 
event. 


Brief Summary 


A 26-year old female from with reported medical history of 
cerebral ischaemia, craniosynostosis, dysmorphism and 
microcytosis and no reported concomitant medications was 
hospitalized due to ALT increased (PT: Alanine aminotransferase 
increased), swelling abdomen (PT: Abdominal distension), acute 
pain (PT: Pain), pain epigastric (PT: Abdominal pain upper), 
Gamma-GT increased (PT: Gamma-glutamyltransferase increased), 
diarrhoea (PT: Diarrhoea), general malaise (PT: Malaise) and 
nausea (PT: Nausea) 3 days after receiving primary dose of 
Nuvaxovid 10 ug/mL. Diagnostic.tests included Alanine 
aminotransferase increased (216), Gamma-glutamyltransferase 
increased (310), and Aspartate Aminotransferase (43). The 
treatment was not reported. At the time of the reporting, the 
outcomes of alanine aminotransferase increased, abdominal 
distension, pain, nausea, gamma-glutamyltransferase increased, 
diarrhoea, malaise and abdominal pain upper were not resolved. 
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Table 8: Case Series for PT of Diarrhoea that Resulted in Hospitalization, Disability and Medically Significant 


PT 
: ‘ : Sponsor 
Case Number Sivienmad TTO (Days) sie ag Causality/Ratio | Brief Summary 
Criteria* uals 


Abdominal 
pain upper 
(Acute 
epigastric 
pain)/ H 
Nausea 
(Nausea)/ H 
Malaise 
(General 
malaise)/ H 


Not reported Indeterminate A 54-year old female from J with reported medical history of 
causal allergy to allopathic drugs including coma in childhood due to drug 
association with | allergy (PT: Drug hypersensitivity) and no reported concomitant 
vaccination. The | medications was hospitalized due to high blood pressure (PT: 
event occurred Blood pressure increased), decreased vision (PT: Visual 
shortly after impairment), swollen lymph nodes in the ears (PT: 
vaccination, but | Lymphadenopathy), fever (PT: Pyrexia), burning head (PT: Skin 
there is burning sensation), blurred vision (PT: Vision blurred), vomit (PT: 
insufficient Vomiting), headache (PT: Headache), nausea (PT: Nausea), 
information to hematoma in the arm (PT: Injection site haematoma), redness of the 
rule out face and neck (PT: Flushing), Diarrhoea (PT: Diarrhoea) and 


alternative Hypertensive crisis (PT: Hypertensive crisis) on the day of 

etiologies for the | receiving primary dose of Nuvaxovid 10 ug/mL. Diagnostic tests 

event. were not reported. The treatment was not reported. At the time of 
the reporting, the outcome of the events was resolving. 


Blood pressure | 0 (same day) 
increased (High 
blood 
pressure)/ H 
Visual 
impairment 
(Decreased and 
blurred vision)/ 
H 

Skin burning 
sensation 
(Burning head)/ 
H 

Vision blurred 
(Decreased and 
blurred vision)/ 
H 
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Table 8: 


Case Number 


Case Series for PT of Diarrhoea that Resulted in Hospitalization, Disability and Medically Significant 


PT 
(Verbatim)/ 
Seriousness 
Criteria* 
Injection site 
haematoma 
(Hematoma in 
the arm)/ H 
Flushing 
(Redness of the 
face and neck)/ 
H 

Diarrhoea/ 
Diarrhoea/ H 
Hypertensive 
crisis (High 
blood 
pressure)/ MS, 
H 
Lymphadenopa 
thy (Swollen 
lymph nodes in 
the ears)/ H 
Pyrexia 
(Fever)/ H 
Vomiting 
(Vomit)/ H 
Headache 
(Headache)/ H 
Nausea 
(Nausea)/ H 


TTO (Days) 


Confidential 


Diagnostic 
evidence 


Signal Evaluation Report 
NOVAVAX, Inc. 


Sponsor 
Causality/Ratio 
nale 


Brief Summary 
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Table 8: 


Case Number 


Confidential 


Signal Evaluation Report 


Case Series for PT of Diarrhoea that Resulted in Hospitalization, Disability and Medically Significant 


PT 
(Verbatim)/ 
Seriousness 
Criteria* 


Chest pain 
(Chest pain)/ H 
Diarrhoea 
(Diarrhoea)/ H 
Dyspnoea 
(Short of 
breath)/ H 
Raynaud's 
phenomenon 
(Raynaud’s 
phenomenon)/ 
H 

Insomnia 
(Insomnia)/ H 


Disorientation/ 
Disorientation/ 
MS 

Chest pain/ 
Chest pain/ MS 
Heart rate 
increased/ 
Heart rate 
increased/ MS 
Facial 
paralysis/ 
Facial 
paralysis/ MS 


TTO (Days) 


0 (same day) 


0 (same day) 
for Fatigue 


2 days other 
events 


Diagnostic 
evidence 


Not reported 


Increased heart 
rate on 
unspecified 
data 


Sponsor 
Causality/Ratio 
nale 


Indeterminate 
causal 
association with 
vaccination. 
There is 
insufficient 
information to 
rule out 
alternative 
etiologies for the 
event. 


Indeterminate 
causal 
association with 
vaccine. Event 
occurred within 
risk window, but 
limited 
information 
precludes 
adequate medical 
assessment. 


Brief Summary 


A 34-year-old female from with no reported medical 
history or concomitant medications experienced chest pain (PT: 
Chest pain), short of breath (PT: Dyspnoea), diarrhoea (PT: 
Diarrhoea), insomnia (PT: Insomnia), and Raynaud’s phenomenon 
(PT: Raynaud's phenomenon) on the day of receiving Nuvaxovid 
10 ug/mL booster dose 3. The individual was hospitalized 3 days 
after receiving Nuvaxovid dose because symptoms did not improve 
and was discharged 6 days later. Diagnostic tests were not reported. 
The treatment included diphenhydramine and normal saline 
injection. At the time of the reporting, the outcome of the events 
was resolving. 


A 42-year-old female from with reported medical history 
of non- smoking, non-drinking, no previous reactions to any 
medications or vaccines, no vaccines in 4 weeks prior to 
Nuvaxovid, prior arrhythmia (unsure what type), depression and 
anxiety, tubal ligation and no reported concomitant medications 
experienced facial paralysis (PT: Facial paralysis), concomitant 
disease aggravated (PT: Concomitant disease aggravated) , chest 
pain (PT: Chest pain), diarrhoea (PT: Diarrhoea), disorientation 
(PT: Disorientation), paraesthesia (PT: Paraesthesia), dyspnoea 
(PT: Dyspnoea), fatigue (PT: Fatigue), headache (PT: Headache), 
heart rate increased (PT: Heart rate increased) and dizziness (PT: 
Dizziness) after receiving Nuvaxovid 10 ug/mL unspecified 
primary dose. On the same day, but in the evening after receiving 
vaccination individual felt disoriented and extremely tired. Two 


Page | 24 


NUVAXOVID™ 


Table 8: 


Case Number 


Confidential 


Signal Evaluation Report 
NOVAVAX, Inc. 


Case Series for PT of Diarrhoea that Resulted in Hospitalization, Disability and Medically Significant 


PT 
(Verbatim)/ 
Seriousness 
Criteria* 
Concomitant 
disease 
ageravated/ 
Concomitant 
disease 
agegravated/ MS 
Diarrhoea/ 
Diarrhoea/ MS 
Dizziness/ 
Dizziness/ MS 
Dyspnoea/ 
Dyspnoea/ MS 
Paraesthesia/ 
Paraesthesia/ 
MS 

Fatigue/ 
Fatigue/ MS 
Headache/ 
Headache/ MS 


Diarrhoea/ 
Diarrhoea/ MS 
Eustachian tube 
disorder/ 
Eustachian tube 
disorder/ MS 


TTO (Days) 


0 (same day) 


Diagnostic 
evidence 


Not reported 


Sponsor 
Causality/Ratio 
nale 


Indeterminate 
causal 
association with 
vaccine. Event 
occurred within 
risk window, but 
limited 
information 


Brief Summary 


days later the individual experienced other symptoms. Diagnostic 
tests included: Heart rate (Result: increased) on unspecified date. 
The treatment was not reported. At the time of the reporting, the 
outcome of the events was unknown. 


A 41-year-old male from[iwith no reported medical history 
or concomitant medications experienced diarrhoea (PT: Diarrhoea), 
hyperhidrosis (PT: Hyperhidrosis), hypoaesthesia (PT: 
Hypoaesthesia), fatigue (PT: Fatigue), myalgia (PT: Myalgia), 
eustachian tube disorder (PT: Eustachian tube disorder) and 
migraine (PT: Migraine) on the day of receiving Nuvaxovid 10 
ug/mL unspecified primary dose. Diagnostic tests were not 
reported. The treatment was not reported. At the time of the 


Page | 25 


NUVAXOVID™ 


NOVAVAX, Inc. 


Table 8: 


Case Number 


Confidential 


Signal Evaluation Report 


Case Series for PT of Diarrhoea that Resulted in Hospitalization, Disability and Medically Significant 


PT 
(Verbatim)/ 
Seriousness 
Criteria* 
Hyperhidrosis/ 
Hyperhidrosis/ 
MS 
Hypoaesthesia/ 
Hypoaesthesia/ 
MS 

Migraine/ 
Migraine/ MS 
Fatigue/ 
Fatigue/ MS 
Myalgia/ 
Myalgia MS 


Confusional 
state/ 
Confusional 
state/ MS 
Diarrhoea/ 
Diarrhoea/ MS 
Syncope/ 
Syncope/ MS 
Fatigue/ 
Fatigue/ MS 
Injection site 
pain/ Injection 
site pain/ MS 
Malaise/ 
Malaise/ MS 


Diagnostic 
evidence 


; 


Sponsor 
Causality/Ratio 
nale 


precludes 
adequate medical 
assessment. 


Indeterminate 
causal 
association with 
vaccine. Event 
occurred within 
risk window, but 
limited 
information 
precludes 
adequate medical 
assessment. 


Brief Summary 


reporting, the event outcome of diarrhoea was resolving, eustachian 
tube disorder, hyperhidrosis, hypoaesthesia, and migraine was 
resolved, fatigue was not resolved, and myalgia was resolved. 


A 45-year-old female from with no reported medical 
history or concomitant medications experienced confusional state 
(PT: Confusional state), diarrhoea (PT: Diarrhoea), fatigue (PT: 
Fatigue), injection site pain (PT: Injection site pain), malaise (PT: 
Malaise), nausea (PT: Nausea) and syncope (PT: Syncope) on the 
day of receiving Nuvaxovid 10 ug/mL unspecified primary dose. 
Diagnostic tests were not reported. The treatment was not reported. 
At the time of the reporting, the outcome of diarrhoea was resolved, 
and other events were not resolved. 
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Table 8: 


PT 
(Verbatim)/ 
Seriousness 
Criteria* 


Case Number 


Confidential 


Diagnostic 


TLO Mays) evidence 


Nausea/ 
Nausea/ MS 


Muscle spasms/ 
Muscle cramp/ 
DIS 

Pain/ Shooting 
pain/ DIS 

Back pain/ Low 
back pain/ DIS 
Diarrhoea/ 
Diarrhoea/ DIS 
Abdominal 
pain/ Tummy 
ache/ DIS 
Neck pain/ 
Neck pain/ DIS 
Chest pain/ 
Pain chest/ DIS 
Pain/ Stinging/ 
DIS 

Pain in 
extremity/ Pain 
legs/ DIS 

Pain in 
extremity/ 
Painful arm/ 
DIS 


0 (same day) Not —_ 
0 (same day) 


0 (same day) 


0 (same day) 


2 (rest events) 


Signal Evaluation Report 


Sponsor 
Causality/Ratio 
nale 


Case Series for PT of Diarrhoea that Resulted in Hospitalization, Disability and Medically Significant 


Brief Summary 


Indeterminate 
causal 
association with 
vaccine. Event 
occurred within 
risk window, but 
limited 
information 
precludes 
adequate medical 
assessment. 


An unspecified age fernale from ith no reported medical 
history or concomitant ae for experienced shooting pain (PT: 
Pain), low back pain (PT: Back pain), muscle cramp (PT: Muscle 
spasms), and pain legs (PT: Pain in extremity) on the day of 
receiving Nuvaxovid 10 ug/mL unspecified primary dose. One day 
after vaccination, the individual experienced a tummy ache (PT: 
Abdominal pain) and diarrhoea (PT: Diarrhoea). Two days after 
vaccination, the individual experienced myalgia (PT: Myalgia), 
stinging (PT: Pain), arthralgia (PT: Arthralgia), axillary lymph 
nodes enlarged (PT: Lymphadenopathy), pain chest (PT: Chest 
pain), muscle pain (PT: Myalgia), painful arm (PT: Pain in 
extremity), injection site reaction (PT: Injection site reaction), 
headache (PT: Headache), neck pain (PT: Neck pain), and malaise 
(PT: Malaise). 

Diagnostic tests were not reported. The treatment was not reported. 
At the time of the reporting, the outcome of diarrhoea was resolved, 
and other events were not resolved. 
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Table 8: 


Case Number 


Confidential 


Signal Evaluation Report 


Case Series for PT of Diarrhoea that Resulted in Hospitalization, Disability and Medically Significant 


PT 
(Verbatim)/ 
Seriousness 
Criteria* 


TTO (Days) 


Lymphadenopa 
thy/ Axillary 
lymph nodes 
enlarged/ DIS 
Malaise/ 
Malaise/ DIS 
Injection site 
reaction/ 
Injection site 
reaction/ DIS 
Myalgia/ 
Muscle pain/ 
DIS 

Myalgia/ 
Myalgia/ DIS 
Arthralgia/ 
Arthralgia/ DIS 
Headache/ 
Headache/ DIS 


Somnolence/ 
Drowsiness/ O 


14 (diarrhoea) 


Dizziness/ 
Light 
headedness/ O 
Vision blurred/ 
Blurred vision/ 
O 


Diagnostic 
evidence 


Not reported 


Sponsor 
Causality/Ratio 
nale 


Indeterminate 
causal 
association with 
vaccine. 
Diagnostic 
testing not 
reported. 


Brief Summary 


A 43-year-old female from ith reported medical history 
of hypotension, seasonal allergy, mitral valve prolapse, non-tobacco 
user, dermatitis contact and prednisolone intolerance and no 
reported concomitant medications experienced drowsiness (PT: 
Somnolence) on the day of receiving Nuvaxovid 10 ug/mL 
unspecified primary dose. 
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Table 8: Case Series for PT of Diarrhoea that Resulted in Hospitalization, Disability and Medically Significant 


PT 
(Verbatim)/ 
Seriousness 
Criteria* 


Fall/ Fall/ O One days after vaccination, the individual experienced light 
Asthenia/ headedness (PT: Dizziness), tiredness (PT: Fatigue) and leg pain 
Weakness/'O (PT: Pain in extremity). 

General Two days after vaccination, the individual experienced fall (PT: 
physical health Fall), malaise (PT: Malaise), weakness (PT: Asthenia), general 
deterioration/ physical condition decreased (PT: General physical health 
General deterioration) and blurred vision (PT: Vision blurred). 

physical Fourteen days after vaccination, the individual experienced 
condition diarrhoea (PT: Diarrhoea) and trembling (PT: Tremor). 
decreased/ O Diagnostic tests were not reported. The treatment was not reported. 
Diarrhoea/ At the time of the reporting, the outcome of the events was not 
Diarrhoea/ O resolved. 

Tremor/ 

Trembling/ O 

Pain in 

extremity/ Leg 

pain/ O 

Fatigue/ 

Tiredness/ O 

Malaise/ 

Malaise/ O 


Sponsor 
Causality/Ratio | Brief Summary 
nale 


Diagnostic 


Case Number : 
evidence 


TTO (Days) 


Hypothermia/ 0 (same day) Not reported Indeterminate An unspecified age female fro with no reported medical 
Hypothermia/ causal history or concomitant medications experienced pain injection site 
MS association with | (PT: Injection site pain), throbbing headache (PT: Headache), 
Paraesthesia/ vaccine. Event hypothermia (PT: Hypothermia), diarrhoea (PT: Diarrhoea), 
Paraesthesia/ occurred within paraesthesia (PT: Paraesthesia), tachycardia (PT: Tachycardia), 
MS risk window, but | pyrexia (PT: Pyrexia) on the day of receiving Nuvaxovid 10 ug/mL 
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Case Number 


Signal Evaluation Report 
NOVAVAX, Inc. 


Case Series for PT of Diarrhoea that Resulted in Hospitalization, Disability and Medically Significant 


PT 
(Verbatim)/ 
Seriousness 
Criteria* 
Tachycardia/ 
Tachycardia/ 
MS 
Diarrhoea/ 
Diarrhoea/ MS 
Injection site 
pain/ Pain 
injection site/ 
MS 
Headache/ 
Throbbing 
headache/ MS 
Pyrexia/ 
Pyrexia/ MS 
Diarrhoea/ 
Diarrhoea/ MS 
Insomnia/ 
Sleeplessness/ 
MS 

Asthenia/ 
Asthenia/ MS 
Paraesthesia/ 
Paraesthesia 
lower limb/ MS 
Vertigo/ 
Vertigo/ MS 


7 


Sponsor 
Causality/Ratio 
nale 


limited 
information 
precludes 
adequate medical 
assessment. 


Indeterminate 
causal 
association with 
vaccine. Event 
occurred within 
risk window, but 
limited 
information 
precludes 
adequate medical 
assessment. 


Brief Summary 


unspecified primary dose. Diagnostic tests were not reported. The 
treatment was not reported. At the time of the reporting, the 
outcome of the events was not resolved. 


An unspecified age male from with no reported medical 
history or concomitant medications experienced diarrhoea (PT: 
Diarrhoea), sleeplessness (PT: Insomnia), fever (PT: Pyrexia), 
asthenia (PT: Asthenia), paraesthesia lower limb (PT: Paraesthesia), 
pain muscle (PT: Myalgia), tremor (PT: Tremor), pain of lower 
extremities (PT: Pain in extremity), cough (PT: Cough), cold (PT: 
Nasopharyngitis), vertigo (PT: Vertigo) on the day of receiving 
Nuvaxovid 10 ug/mL primary dose. Diagnostic tests were not 
reported. The treatment was not reported. At the time of the 
reporting, the outcome of the events was not resolved. 
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Case Number 


Confidential 


Signal Evaluation Report 


Case Series for PT of Diarrhoea that Resulted in Hospitalization, Disability and Medically Significant 


PT 
(Verbatim)/ 
Seriousness 
Criteria* 
Tremor/ 
Tremor/ MS 
Cough/ Cough/ 
MS 
Nasopharyngiti 
s/ Cold / MS 
Pain in 
extremity/ Pain 
of lower 
extremities/ MS 
Myalgia/ Pain 
muscle 

/MS 


Pyrexia/ Fever/ 
MS 


Abdominal 
pain/ 
Abdominal 
pain/ MS 
Diarrhoea/ 
Diarrhoea/ MS 
Diplopia/ 
Diplopia/ MS 
Gait 
disturbance/ 
Walking 
difficulty/ MS 


TTO (Days) 


0 (same day) 


Diagnostic 
evidence 


Not reported 


Sponsor 
Causality/Ratio 
nale 


Indeterminate 
causal 
association with 
vaccine. Event 
occurred within 
risk window, but 
limited 
information 
precludes 
adequate medical 
assessment. 


Brief Summary 


A 61-year-old female from J with medical history of bronchitis 
and thyroid nodule and no reported concomitant medications 
experienced abdominal pain (PT: Abdominal pain), diarrhoea (PT: 
Diarrhoea), diplopia (PT: Diplopia), pain of lower extremities (PT: 
Pain in extremity), inappetence (PT: Decreased appetite), headache 
(PT: Headache), nausea (PT: Nausea) and walking difficulty (PT: 
Gait disturbance) on the day of receiving Nuvaxovid 10 ug/mL 
unspecified primary dose. Diagnostic tests were not reported. The 
treatment was not reported. At the time of the reporting, the 
outcome of the events was not resolved. 
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Table 8: Case Series for PT of Diarrhoea that Resulted in Hospitalization, Disability and Medically Significant 


PT 
(Verbatim)/ 
Seriousness 
Criteria* 


Sponsor 
Causality/Ratio | Brief Summary 
nale 


Diagnostic 


Case Number ‘ 
evidence 


TTO (Days) 


Decreased 
appetite/ 
Inappetence/ 
MS 

Pain in 
extremity/ Pain 
of lower 
extremities/ MS 
Headache/ 
Headache / MS 
Nausea/ 
Nausea/ MS 


TTO-excludes day of vaccination for clarity; H-Hospitalization; MS-Medically Significant; DIS-disability; O- Other medically important condition 


Page | 32 


[Product] Signal Evaluation Report 
NOVAVAX, Inc. Confidential 


7 DISCUSSION AND CONCLUSION 


The clinical trial data was balanced across active and placebo groups regarding unsolicited 
reports of diarrhoea. Cumulatively, up to 16-Nov-2022, there have been 93 reports of 
diarrhoea in the post-authorization safety database. No specific etiology or pattern is noted. 
The majority (84%) of reports were non-serious and there was no evidence to suggest 
prolonged symptoms. Most reports (95%) included co-reported terms that may be considered 
reactogenic (local and / or systemic), however; they may also indicate an alternative etiology. 
Review of disproportionate reporting across EDVAS eRMR and VAERS databases did not 
strengthen this signal and thus does not support a causal association. 


Analysis of reports of diarrhoea did not reveal any trends or patterns suggesting a safety 
signal or occurrence of diarrhoea beyond that which is expected in the general population. In 
conclusion, a causal association between NUVAXOVID™ and diarrhoea is not supported by 
the comprehensive review of the evidence, and the signal of diarrhoea is refuted. 
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1 INTRODUCTION 


This signal evaluation report provides a detailed analysis on the validated safety signal of 
dyspnoea reported with the administration of NUVAXOVID™ COVID-19 Vaccine 
(recombinant, adjuvanted) (NV X-CoV2373; hereafter referred to as NUVAXOVID) based on 
the information available to Novavax, Inc. (NVX). 


NUVAXOVID is a recombinant, adjuvanted protein vaccine indicated for active 
immunisation to prevent COVID-19 caused by Severe Acute Respiratory Syndrome 
Coronavirus 2 (SARSCoV2). NUVAXOVID is authorised as a two-dose primary series in 
individuals 12 years of age and older (authorised as COVOVAX for individuals 7 years and 
older), and as a booster dose in adults. Further details on the mechanism of action, 
indications, pharmaceutical form(s), and instructions for use are presented in the Company 
Core Data Sheet Version 6.0 (effective 10-Aug-2022). 


age 7 


Nuvaxovid Signal Evaluation Report 
NOVAVAX, Inc. Confidential 


2 SOURCE OF THE SIGNAL 


The safety signal dyspnoea was identified by the Pharmacovigilance Risk Assessment 
Committee (PRAC) on 14 Nov 2022 in their preliminary assessment report on the first 
Periodic Safety Update Report (PSUR) (Interval covered by the PBRER: 20-Dec-2021 to 19- 
Jun-2022: “[I]t is noted that a number of reports of tinnitus, dyspnoea and diarrhoea (all 
unlisted) have been reported. The MAH is kindly asked to present an assessment of these 
reports and is asked whether any revision of the product information is considered 
necessary.” 


To evaluate and further characterize this signal, a comprehensive review of the safety data 
relevant to dyspnoea from clinical trials and the post-marketing safety database was 
performed to determine whether the available evidence supports or refutes a causal 
association between NUVAXOVID and dyspnoea. 
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3 BACKGROUND 
3.1. Background Related to Signal 


Dyspnoea, commonly referred to as shortness of breath, is the subjective sensation of 
uncomfortable breathing comprised of various sensations of varying intensity. It is a common 
symptom that can result from multiple interactions of signals and receptors in the CNS, 
chemoreceptors, and mechanoreceptors in the upper airway, lungs, and chest wall. It may be 
the primary manifestation of respiratory, cardiac, neuromuscular, psychogenic, systemic 
illness, or a combination of these illnesses. Some respiratory causes may be asthma, chronic 
obstructive pulmonary disorder (COPD), pneumonia, pulmonary embolism, pneumothorax, 
or aspiration. Examples of cardiovascular causes include congestive heart failure, acute 
coronary syndrome, pericardial tamponade, valvular heart defect, cardiac arrhythmia, or 
intracardiac shunting. Neuromuscular causes include chest trauma, kyphoscoliosis, CNS or 
spinal cord dysfunction or neuropathy. Psychogenic causes may include hyperventilation 
syndrome, vocal cord dysfunction syndrome, or foreign body aspiration. Dyspnoea caused by 
any of the above can be either acute or chronic with acute occurring over hours to days and 


chronic occurring for more than 4 to 8 weeks.! 
3.2 Labeling 


Dyspnoea is not a labeled event as per the current version of the CCDS (Version 6.0; 
effective 10-Aug-2022). Dyspnoea is mentioned as a symptom of myocarditis or pericarditis. 
Vaccinees are “instructed to seek immediate medical attention if they develop symptoms 
indicative of myocarditis or pericarditis such as (acute and persisting) chest pain, shortness of 
breath, or palpitations following vaccination.” 
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4 EXPOSURE DATA 


4.1 Cumulative Subject Exposure in Clinical Trials 


Subject exposure in clinical trials is summarized in Section 6.1 and presented with the results 
of the data analysis. 


4.2 Cumulative Exposure Data from Post-Authorisation Experience 


Exposure data are derived from administration records and distribution data where these data 
are available to NVX. Table 11 below lists regional sources of administration and distribution 
data, including cut-off dates. Administration data stratified by region are provided in Table 
22. Distribution data are provided for all regions that received NUVAXOVID and 
COVOVAX, including some regions where administration data were also available (refer to 
Table 21). 


Table 1 Administration and Distribution of NUVAXOVID and COVOVAX Source Data 
by Country 


Country Administration Data Administration Data Distribution Distribution 
Source Cut-Off Date Data Source Data Cut-off 
Date 
Australia # COVID19VaccineData 30-Nov-2022 Novavax Global 02-Dec-2022 
@Health.gov.au Sales 
3 


0 
https://health- 0-Nov-2022 « Novavax Global 02-Dec-2022 
infobase.canada.ca/covid Sales 
-19/vaccination- 
coverage/#a6 
0 


https://www.ecdc.europa | 30-Nov-2022 ° Novavax Global 02-Dec-2022 
.eu/en/publications- Sales 
data/data-covid-19- 
vaccination-eu-eea 
Takeda Pharmaceutical 30-Nov-2022 Takeda 30-Nov-2022 
Company Pharmaceutical 

Company 


New Zealand* | New Zealand Ministry of | 31-Oct-2022 Novavax Global 02-Dec-2022 
Health (NZ MoH) 
provided by license 


Sales 


partner (LP), Biocelect, 
via Biointelect 


Singapore * Singapore Health 31-Aug-2022 Novavax Global 02-Dec-2022 
Sciences Authority Sales 
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Table 1 
by Country 


Administration Data 
Source 


https://opendata.swiss/en 
/dataset/covid-19- 
schweiz 


https://www.cdc.gov.tw/ 


Category/Page/9jFXNbC 


e-SFK9EImMRRi20g 


https://data.cdc. gov/Vac 
cinations/COVID-19- 
Vaccinations-in-the- 
United-States- 
Jurisdi/unsk-b7fe/data 


http://103.247.238.92/we 
bportal/pages/covid19- 
vaccination-update.php 


https://dashboard.cowin. 
gov.in/ 
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Administration and Distribution of NUVAXOVID and COVOVAX Source Data 


Distribution 
Data Cut-off 
Date 


02-Dec-2022 
02-Dec-2022 


02-Dec-2022 


Distribution 
Data Source 


Administration Data 
Cut-Off Date 


30-Nov-2022 
30 


Novavax 
Distribution 
Department 


Novavax Global 
Sales 


30-Nov-2022 


-Nov-2022 « 


N/A 


Novavax Global 
Sales 


SIIPL’s SSR 


30-Nov-2022 


N/A N/A SITPL’s SSR 


Israeli Ministry of 
Health 


07-Nov-2022 


Novavax Global 02-Dec-2022 
Sales 


Philippines® | N/A N SIIPL’s SSR 
/A 


South Korea? | https://www.kdca.go.kr/ 

board/board.es?mid=a20 
501020000&bid=0015& 
list no=718699&cg_cod 
e=C01 &act=view&nPag 


e=1 


SIIPL’s SSR N 


SK Bio 30-Nov-2022 


10-Nov-2022 


N/A N/A SIIPL’s SSR 


Distribution Data 
N/A Novavax Global N/A 
Sales 


N/A 


Novavax Global 02-Dec-2022 
Sales 


Note: Not Applicable (N/A) indicates source data was unavailable. 


? NUVAXOVID 
’COVOVAX 


° Cut-off date is not reported by Canada, USA and European Center for Disease Prevention and Control 
(ECDC). Date presented for Canada, USA and EU in this table is the date of extraction. 
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Table 2 Interval and Cumulative Distribution and Administration Data from Post- 
Authorisation Experience Presented by Region/License Partner 


Australia (Biocelect Pty Ltd.) > 
Canada V9)" 
BU OWXP 
nda HPL 
indonesia SPL)" 
inl (Medley 
pan Takes 


New Zealand (Biocelect New Zealand 6,659 2,007,600 
Ltd.) 

Singapore (PharmaEng Technology Pte 18,073 615,000 
Ltd)> 


South Korea (SK Bioscience) ° 
Switzriand (WVX)° 
Taiwan (VX)° 
Thalnd (SPL 
Ts 
USA (WV? 


a Data presented as recorded. 
b NUVAXOVID 
c COVOVAX 
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5 METHODS 

5.1 Search Strategy 

5.1.1 Clinical Trials 

The clinical trial database was reviewed for unsolicited AEs using the MedDRA Preferred 
Term (PT): Dyspnoea. The search included unblinded data from studies 2019nCoV-301, 
2019nCoV-302, and 2019nCoV-S501. 

5.1.2 Post-authorisation Data 


The post-authorization safety database was searched for the following MedDRA coded (PTs): 


e PT: Dyspnoea 
e PT: Dyspnoea exertional 


The data lock point (DLP) was 30- Nov- 2022. 
5.2. ‘Analysis Strategy 
5.2.1 Case Review 


All cases retrieved from post-authorisation data were reviewed with a focus on cases that 
were serious due to criteria of hospitalization or death. 


5.2.2 Causality Assessment 
Cases with seriousness criteria of hospitalization or death were reviewed at the case level and 


in aggregate for evidence of causality, including temporal association with Nuvaxovid 
administration and the presence of any alternative etiologies. 
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6 RESULTS 


6.1 Analysis of Data from Clinical Trials 


A summary of clinical trial cases of PT Dyspnoea is shown in Tables 3,4 and 5, below. No 
treatment group difference was noted. 


Table 3 Study 2019nCoV-301: SOC Respiratory, thoracic and mediastinal disorders, PT 
Dyspnoea 


Safety analysis set Unsolicited AEs 
through 28 days after 
booster vaccination 


Pre-crossover period Post-crossover period Booster 


Unsolicited AEs within 49 days of first vaccination 


Vaccine N= Placebo Vaccine Placebo Vaccine N=12777 
19735 N=9847 N=6416 N=15298 
n= 37 (0.2%) | n=15 (0.2%) | n=5 n= 5 (<0.1%) n= 0 

(<0.1%) 


Adverse events coded using MedDRA v 25.0. Adverse events coded using 
MedDRA v 25.0 


Data extract 18Aug2022. 


Data extract 26Mar2022 


Table 4 Study 2019nCoV-302 


SOC Respiratory, thoracic and mediastinal disorders, PT Dyspnoea 


Unsolicited AEs Overall treatment groups 


Vaccine N= 7568 Placebo N=7570 


n= 25 (0.3%) n= 25 (0.3%) 


Adverse events coded using MedDRA v 24.1. 
Unblinded Final DBL Analysis, data extract 30MAR2022. 
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Table 5 Study 2019nCoV-501 


SOC Respiratory, thoracic and mediastinal disorders, PT Dyspnoea 


Unsolicited AEs after first vaccination (pre-crossover) Overall treatment groups 


Vaccine N= 2211 Placebo N=2197 


-Adverse events coded using MedDRA v 23.0. 
-12 month FA Unblinded, data extract 14FEB2022 


6.2 Analysis of Individual Case Safe Reports from Post-Authorisation 
Safety Database 


A total of 242 reports were retrieved for MedDRA PT Dyspnoea and Dyspnoea exertional. A 
demographic summary of the retrieved ICSRs is in Table 6 and a summary of event 
characteristics is in Table 7. Table 8 presents a case series of ICSRs with a seriousness 
criteria of hospitalization or death. Overlap is noted for events falling under anaphylaxis and 
myocarditis/pericarditis search strategies (SMQ [Narrow] Anaphylactic reaction) or 
myocarditis/pericarditis (SMQ [Broad] Noninfectious myocarditis/pericarditis; HLTs: 
Infectious myocarditis, Infectious pericarditis, Noninfectious myocarditis, Noninfectious 
pericarditis) and assessed against their respective Brighton Collaboration (BC) case 
definitions as presented in Table 48 


Table 6 Demographic Characterisation of Retrieved ICSRs 


PT *dCSCN err tcsts—_—‘[_‘Namber of CSR] 
a 


a 
a 
<_< —_9- —_-{)} t=. ——_ 
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Table 6 Demographic Characterisation of Retrieved ICSRs 


«dC ero 1C8 ts ——‘[—_‘Namber of CSR] 
a 
joo SCSSSC—~sTSSC~iYSC<CSS—=*” 


a 


Table 7 Event Characteristics 


Total Number of ICSRs 100.0% 
13 


Germany 28.5% 
A% 


5 
3.3% 
3 


a 
New Zeaind | 
‘Uniedsaes «| CS 
Country of Incidence fay | 3% 
‘Sings Sd] CCC 
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Signal Evaluation Report 


Greece 


sioueaded Gi saa 
Disability 


a it a a 
N 14.5% 
of ICSRs) eee 


Myalgia 

Pyrexia 

Injection Site Pain 
Pain In Extremity 
Lethargy 
Arthralgia 


Malaise 


Cough 


ee [ee 


i es Pain 


5.4% 
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Table 7 Event Characteristics 


Number of ICSRs Percent of Total 


Not Recovered/Not 38 
Resolved 
53 


1 
7 


Event Outcome Recovered/Resolved : 
Recovering/Resolving a 21.9% 


Recovered With 
Sequelae 
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Table 8 


Case Series for Dyspnoea 


Case Number 


Diagnostic Certainty 


Signal Evaluation Report 


Confidential 


Preferred Term (Verbatim) 


ICSRs Retrieved by Myocarditis/Pericarditis Search Strategy 


Level 2 - Pericarditis 


Chest discomfort (Chest discomfort), 
Chest pain (Chest pain), Dyspnoea 
(Dyspnoea), Pericarditis (Pericarditis), 
Lymph node pain (Lymph node pain), 
Musculoskeletal chest pain 
(Musculoskeletal chest pain), 
Troponin (Troponin), 
Electrocardiogram abnormal 
(Electrocardiogram abnormal), Pain 
(Pain), Arthralgia (Arthralgia), 
Headache (Headache) 


TTO (PT 
Dyspnoea or 
PT 
Dyspnoea 
Exertional) 


Case Summary 


A 41-year-old male from i! 
with medical history of asthma and no 
concomitant medications experienced 
serious events of Pericarditis, Chest 
discomfort, Chest pain, and Dyspnoea 
five days after receiving Nuvaxovid 
(Dose 1) and went to the emergency 
department two days later. Non- 
serious events of Lymph node pain, 
Musculoskeletal chest pain, Troponin, 
Electrocardiogram abnormal, Pain, 
Arthralgia, and Headache were also 
reported. Diagnostic tests included 
troponin (“6 and 6”), 
Electrocardiogram (“sinus bradycardia 
(58 bpm), first degree A-V block and 
wide-spread ST elevation consistent 
with early repolarization”), 
Echocardiogram (mild left atrial 
dilation, otherwise normal and no 
pericardial effusion and no Doppler 
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Level 2 - Pericarditis 
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Pneumonia (Pneumonia), Burning 
sensation (Burning sensation), Chest 
pain (Chest pain), Dyspnoea 
(Dyspnoea), Tachycardia 
(Tachycardia), Confusional state 
(Confusional state), Dizziness 
(Dizziness), Electric shock sensation 
(Electric shock sensation), Lethargy 
(Lethargy), Pollakiuria (Pollakiuria), 
Echocardiogram abnormal 
(Echocardiogram abnormal), Tremor 
(Tremor), Pericarditis (Pericarditis), 
Paraesthesia (Paraesthesia), 
Hypertension (Hypertension), Pain in 
extremity (Pain in extremity), Nausea 


(Nausea) 


evidence of constrictive pericardial 
physiology). The treatment included 
ibuprofen for 3 days. The Lymph node 
pain has resolved, pericarditis was 
resolving, the pain, arthralgia, and 
headache were not resolved, and the 
outcome of the rest of the events was 
unknown. 


A 45-year-old fit and healthy female 
from HE with no medical 
history and concomitant medications 
experienced medically significant 
events of Pericarditis, Pneumonia, 
Confusional state and Dizziness, and 
was hospitalized due to the 
aforementioned events and with the 
following events of Burning sensation, 
Chest pain, Dyspnoea, Electric shock 
sensation, Hypertension, Lethargy, 
Nausea, Pain in extremity, 
Paraesthesia, Pollakiuria and 
Tachycardia approximately 13 days 
after receiving Nuvaxovid 10 ug/mL 
(unspecified dose, first dose). 
Diagnostic tests included 
Echocardiogram and CT scan of heart 
(slight inflammation of pericardium 
and lung infection), Troponin and 
blood tests (both “good”); the result of 
the chest x-ray was not reported. The 
treatment included Amoxycillin and 
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Level 2 Myocarditis 
Level 3 Pericarditis 
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Weight decreased (Weight loss), 
Influenza (Flu symptoms), 
Arrhythmia (Cardiac arrhythmia), 
Cardiac failure (Cardiac 
insufficiency), Tachycardia 
(Tachycardia), Dyspnoea (Dyspnoea), 
Arrhythmia (Arrhythmia), Fatigue 
(Exhaustion), Headache (Headache) 


56 days 


colchicine. The outcome of the events 
is unknown. 


A 37-year-old male from 
with medical history of allergies 
(“PEG, ibuprofen, hazelnut, hay 
fever”), “risk factors or pre-existing 
conditions of known tendency to 
tachycardia” and concomitant 
medications including “in case of 
overload / currently in treatment” was 
hospitalized due to medically 
significant events of Cardiac 
arrhythmia and Cardiac insufficiency 
and for other events, including Weight 
loss, Flu symptoms, Exhaustion and 
Headache “immediately” on the same 
day after receiving Nuvaxovid 
primary first dose. He was also 
hospitalized due to medically 
significant event of Arrhythmia and 
other events of Dyspnoea and 
Tachycardia 56 days after receiving 
Nuvaxovid primary second dose. The 
treatment was not reported. The 
outcome for Weight decreased, 
Fatigue, Tachycardia, Influenza, 
Cardiac failure, and Arrhythmia was 
resolved with sequelae. The outcome 
for Headache and Dyspnoea was 
reported as “resolving”; however, stop 
dates were provided for these events. 
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Level 4 Myocarditis 


Level 5 (Myocarditis, 
Pericarditis) 
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Chest pain (Chest pain), Intercostal 
neuralgia (Intercostal neuralgia), 
Dyspnoea exertional (Dyspnoea 
exertional), Myocarditis (Myocarditis) 


Tremor (Tremor), Somnolence 
(Sleepiness), Heart rate increased 
(Heart rate increased), COVID-19 
immunisation (Revaccination with 
different COVID-19 vaccine), Lip 
oedema (Lip oedema), Feeling 
abnormal (Feeling abnormal), Loss of 
consciousness (Loss of 
consciousness), Dyspnoea 
(Dyspnoea), Oropharyngeal 
discomfort (Pharynx discomfort), 
Ventricular extrasystoles (Ventricular 
extrasystoles), Muscular weakness 
(Lower extremities weakness of), 
White blood cell count increased 
(Leukocyte count increased), 
Toothache (Toothache), Blood 
pressure increased (Blood pressure 


A 44-year-old male from (gg 
with no reported concomitant 
medications or medical history 
experienced myocarditis, 3 months 11 
days after receiving Nuvaxovid 
(unknown dose). In addition, the 
individual experienced dyspnoea 
exertional, intercostal neuralgia, and 
chest pain on an unknown date after 
vaccination. No diagnostic tests or 
treatments were reported, and the 
outcome of all events was unknown. 


A 40-year-old female from 
with no reported medical history and 
reported concomitant medications of 
cetirizine hydrochloride taken orally 
for allergy prophylaxis and Tamofen 
(tamoxifen citrate) experienced 
Tremor, Somnolence, Heart rate 
increased, COVID-19 immunisation, 
Lip oedema, Feeling abnormal, Loss 
of consciousness, Dyspnoea, 
Oropharyngeal discomfort, 
Ventricular extrasystoles, Muscular 
weakness, White blood cell count 
increased, Toothache, Blood pressure 
increased, Vaccination site mass, 
Sinus tachycardia, Erythema, Malaise, 
Fatigue, Vaccination site pain and 
Hypersensitivity the same day after 
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increased), Vaccination site mass 
(Vaccination site lump), Sinus 
tachycardia (Sinus tachycardia), 
Erythema (Erythema facial), Malaise 
(Malaise), Fatigue (Fatigue), 
Vaccination site pain (Vaccination 
site pain), Hypersensitivity (Allergic 
reaction NOS) 


ICSRs Retrieved by Anaphylaxis Search Strategy 


BC Level 3 Anaphylaxis 


Anaphylactic reaction (Anaphylaxis), 


Dyspnoea (Dyspnoea), Rash (Skin 
eruption), Erythema (Red skin), Rash 
(Skin eruption), Rash (Skin eruption), 
Erythema (Red skin) 


receiving Nuvaxovid (dose 3). No 
treatment was reported, and the 
outcome of all events was unknown. 


A 38-year-old female from with 
reported medical history of allergy to 
latex, lemon, wheat, and Japanese 
yam experienced skin eruption, red 
skin, and dyspnoea on an unknown 
date after receiving Nuvaxovid (dose 
1). Despite the development of skin 
eruption after dose 1, the individual 
elected to receive dose 2. 
Approximately 20 minutes after she 
received Nuvaxovid (dose 2), she 
experienced skin eruption, red skin, 
and queasy feeling. Anaphylaxis 
developed approximately 30 minutes 
after vaccination, and she was treated 
with intramuscular adrenaline 0.3 mg. 
The individual also developed a 
persistent cough. The outcome of the 
anaphylactic reaction was resolved, 
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Eye swelling (Slight swelling of 
eyes), Dysphonia (Hoarseness of 
Voice), Wheezing (Mild wheeze), 
Dyspnoea (She developed SOB), 
Dizziness (Giddiness), Flushing 
(Flushing of face), Nervousness 
(Patient looked nervous), Erythema 
(Redness over face), Rash (Rashes 
noted over the left wrist and chin, 
(Bilateral legs and subsequently over 
abdomen)), Pruritus (Itchy), Off label 
use (Novavax-Nuvaxovid Covid-19 
vaccine booster 1) 


5 minutes 


the outcome of all other events was 
unknown. 


A 40-year-old female from HE with 
reported medical history of childhood 
asthma, panic attack, allergic reaction 
to Pfizer vaccine (03-JUL-2021), 
reaction to Sinovac vaccine (20-OCT- 
2021), rash after taking Diclofenac 
and pruritus from taking Ranitidine 
experienced the following after 
receiving Nuvaxovid (booster dose). 
At 10:25am, the individual was 
administered Nuvaxovid as a COVID- 
19 vaccine booster which had not 
been approved in Singapore (PT: Off 
label use). The reporter stated that 
approximately 5 minutes after 
vaccination, the individual developed 
SOB (shortness of breath) (PT: 
Dyspnoea) (Serious: Hospitalization), 
giddiness (PT: Dizziness) (Serious: 
Hospitalization), flushing of face (PT: 
Flushing) (Serious: Hospitalization), 
and the individual looked nervous 
(PT: Nervousness) (Serious: 
Hospitalization). At 10:45am, the 
individual's face was still flushed, 
feeling giddy and experiencing 
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shortness of breath. At 11:10am, the 
individual experienced rashes noted 
over the left wrist and chin (PT: Rash) 
(Serious: Hospitalization) and felt 
itchy (PT: Pruritus) (Serious: 
Hospitalization), redness over face 
(PT: Erythema) (Serious: 
Hospitalization), hoarseness of voice 
(PT: Dysphonia) (Serious: 
Hospitalization), shortness of breath 
with mild wheeze (PT: Wheeze) 
(Serious: Hospitalization) and slight 
swelling of eyes (PT: Eye swelling) 
(Serious: Hospitalization). The 
individual was admitted for 2 days. 
Relevant lab tests included: Blood 
pressure measurement (Result: 126/84 
at 10:30am, 114/86 10:45am, 126/89 
at 10:55am, 126/84 after 11:10am; 
(27-JUN-2022), Heart rate (Result: 92 
at 10:30am, 96 at 10:45am, 90 at 
10:55am, 92 after 11:10am; 27-JUN- 
2022), Oxygen saturation (Result: 
98% at 10:30am, 98 % at 10:45am, 
98% after 11:10am; 27-JUN-2022). 
Respiratory rate (Result: 20 at 
10:30am, 20 at 10:45am, 20 after 
11:10am; 27-JUN-2022). The 
individual was treated with 
intramuscular promethazine 25mg and 
intramuscular adrenaline 0.3mg and 
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Angioedema (Angioedema), 
Dyspnoea (Dyspnoea), Throat 
irritation (Throat irritation), 
Hypertension (Hypertension) 


Dyspnoea (Dyspnea; shortness of 
breath), Chest discomfort (Chest 
tightness; Tightness in the chest), 
Palpitations (Heart racing; noticeable 
heartbeat) 


was discharged on chlorpheniramine, 
paracetamol and benzydamine. The 
outcome of all events was 
recovered/resolved. 


A 35-year-old female from 
with medical history of COVID-19 
vaccine and no concomitant 
medications developed throat itch 
about | hour after receiving 
Nuvaxovid (dose 2). She also 
developed difficulty breathing. She 
was examined in the emergency room 
and her blood pressure was 143/96 
(she does not have a history of 
hypertension), pulse was 80bpm, and 
her throat was swollen. She responded 
to adrenaline and other medications, 
her throat swelling settled, and she 
was discharged from the hospital the 
next day. 


A 38-year-old male from (gg 
with medical history of mite allergy 
experienced muscle aches one day 
after receiving Nuvaxovid (dose 1), 
noticeable heartbeat and shortness of 
breath two days after receiving 
Nuvaxovid (dose 1), tightness in chest 
and shortness of breath three days 
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Vaccination site haematoma 
(Vaccination site haematoma), 
Exercise tolerance decreased 
(Exercise tolerance decreased), 
Asthenia (Asthenia), Arrhythmia 
(Arrhythmia), COVID-19 
immunisation (Revaccination with 
different COVID-19 vaccine), 
Confusional state (Confusion), 
Hypomenorrhoea (Light periods), 
Sinus node dysfunction (Sinus node 
dysfunction), Dyspnoea (Dyspnoea), 
Pulmonary pain (Pulmonary pain), 
Tachycardia (Tachycardia), 
Myokymia (Myokymia), Palpitations 
(Exercise induced palpitation), 
Influenza like illness (Flu-like 
symptoms), Pyrexia (Pyrexia), 
Headache (Headache), Fatigue 
(Fatigue) 


Abdominal pain (Abdominal pain), 
Ear discomfort (Sensation of block in 
both ears), Dyspnoea (Respiratory 
discomfort), Hyperventilation 


after receiving Nuvaxovid (dose 1), 
and stabbing pain in chest on days 4 - 
6 after receiving Nuvaxovid (dose 1). 
The outcome of all events was 
recovered with sequelae. 


A 39-year-old female from 
with no reported medical history and 
reported concomitant medications of 
asonex (mometasone furoate 
monohydrate) nasal spray, suspension, 
Caprilon (tranexamic acid) tablet as 
necessary and Burana (Ibuprofen) 
film-coated tablet as necessary, 
experienced vaccination site 
haematoma, exercise tolerance 
decreased, asthenia, arrhythmia, 
revaccination with different Covid-19 
vaccine, confusion, light periods, 
pyrexia, headache, flu-like symptoms, 
sinus node dysfunction, dyspnoea, 
pulmonary pain, tachycardia, fatigue, 
myokymia, and exercise induced 
palpitations one day after receiving 
Nuvaxovid (dose 2). No diagnostic 
testing or treatments were reported. 
The outcome of all events was not 
recovered/not resolved. 


A 58-year-old male from 

reported medical history of 
vaccination with COVID-19 vaccine 
(dose 1; product name unknown) was 
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(Suspected hyperventilation 
syndrome), Malaise (Malaise) 


Chest discomfort (Chest Tightness), 
Dyspnoea (SOB; Dyspnoeic), Throat 


irritation (Throat [and eye] itchiness), 


N/A 1 day 


Eye pruritus (Eye itchiness), 
Dizziness (Giddiness), 
Hypersensitivity (Allergic reaction) 


suspected to have developed 
hyperventilation syndrome 45 minutes 
after receiving Nuvaxovid (dose 2). 
The individual complained of 
respiratory discomfort, abdominal 
pain, malaise, and sensation of block 
in both ears while waiting at rest after 
vaccination. Hypotension and poor 
oxygenation were not observed, but 
the respiratory rate was markedly 
increased, and numbness of the limbs 
and difficulty in moving the body, 
which were suspected to be 
hyperventilation syndrome, 
developed. Despite follow-up, 
symptoms did not improve, and the 
patient was unable to return home, so 
an ambulance was called. It was 
reported that the individual was not in 
anaphylactic shock and a similar 
episode occurred after the individual 
received dose 1. 


A 24-year-old Chinese female from 
with reported medical 

history of "Pfizer-Biontech/Comirnaty 

Covid-19 Vaccine (Tozinameran); 


dose | (pharyngeal swelling, 
dyspnoea, pyrexia), Sinovac- 
Coronavac Covid-19 Vaccine (Sars- 
Cov-2 Vaccine (Vero Cell)); 
(dizziness, cough, chest discomfort, 
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pharyngeal swelling, rash), 
clarithromycin and eczema (uses 
occasional steroid cream)" 
experienced the following after 
receiving Nuvaxovid (booster dose). 
Ten minutes after vaccination she 
developed chest tightness, shortness of 
breath, giddiness, and throat and eye 
itchiness. symptoms improved after 
adrenaline, but she still had some 
chest tightness and throat discomfort. 
On examination she was alert, GCS 
15, and she was speaking in clear full 
sentences. She had eczema on her 
neck. Prior to administration of 
adrenaline BP 100/66, HR 69, Spo2 
99% and she appeared dyspnoeic. 
After adrenaline was administered, the 
chest tightness and shortness of breath 
improved significantly and BP 111/68, 
HR 89, Spo2 99%. The impression 
was that this was an allergic reaction. 


Throat tightness (Throat [& Chest] 
Tightness), Chest discomfort ([Throat 
&] Chest Tightness), Dyspnoea 
(Dyspnea), Wheezing (Wheezing), 


A 30-year-old Indian female from 
ae i: medical history of 

asthma, muscle tension dysphonia, 

migraine, obesity, ovarian cyst, tendon 


N/A 1 day rupture, avulsion fracture and 
unevaluable event and drug 
hypersensitivity to the following: 
Comirnaty | dose, CoronaVac | dose, 


Mefenamic acid, Etoricoxib, and 


Blood pressure increased (BP 
137/106), Heart rate increased (HR 
117), Hypersensitivity (Allergic 
Reaction) 
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Chest pain (Chest pain), Diarrhoea 
(Diarrhea), Dyspnoea (Short of 


breath), Raynaud's phenomenon 
(Raynound phenominon), Insomnia 
(Insomnia) 


1 day 


Influenza Vaccine experienced throat 
and chest tightness, wheezing, and 
dyspnea 30 minutes after vaccination. 
That same day she was diagnosed 
with an allergic reaction. Treatment 
was reported as: Intramuscular (IM) 
Chlorpheniramine (chlorpheniramine 
maleate) 10mg, oxygen, salbutamol 
puff and nebulisation, intramuscular 
(IM) and Intravenous (IV) 
hydrocortisone 200 Mg, and 
intravenous (IV) diphenhydramine 50 
Mg. Relevant lab tests included: 
Blood pressure measurement 

(Result: 137/106 (No units reported)), 
Heart rate (Result: 117 (No units 
reported)) and Oxygen saturation 
(Result: 99%). The outcome of all 
events was unknown. 


A 34-year-old female from 

with no reported medical history or 
concomitant medications experienced 
chest pain, dyspnoea, diarrhoea, 
insomnia, and Raynaud's phenomenon 
the same day after receiving 


Nuvaxovid (booster dose 3). Three 
days later she was hospitalized and 
was treated with Diphenhydramine 
30mg | ml, N/S injection after 
diagnosis. The outcome of all events 
was recovering/resolving. 
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Dyspnoea (Dyspnoea; shortness of 
breath), Chest pain (Chest pain), 


Nee Chest discomfort (Chest discomfort), ack 
Asthenia (Asthenia), Fatigue (Fatigue) 
Chest discomfort (Chest tightness), 

N/A Dyspnoea (breathing difficult), 2 days 


Sensory disturbance (Sensory 
disturbance) 


Pain (Pain in skull), Dizziness 
(Dizziness), Cold sweat (Cold sweat), 
Chest pain (Sharp chest pain), Neck 
pain (Neck pain left), Tachycardia 
(Tachycardia), Chest pain (Chest 
pain), Back pain (Back pain), 
Dyspnoea (Breathing difficult), Sleep 


N/A disorder (Sleeping for 26 hours 2 days 
continuously), Respiration abnormal 
(Abnormal breathing), Migraine 
(Migraine), Sleep disorder (Sleeping 
for over 12 hours), Ear pain (Left ear 
pain), Lymph node pain (Axillary and 
inguinal lymph nodes pain), 
Lymphadenopathy (Axillary and 


A 38-year-old male from 
with no reported medical history or 
concomitant medications experienced 
asthenia, chest discomfort, chest pain, 
dyspnoea, and fatigue one day after 
receiving Nuvaxovid (dose 1). He was 
hospitalized twice. The outcome of 
all events was not recovered/not 
resolved. 


A 42-year-old female from (a 
experienced chest tightness, sensory 
disturbance, and breathing difficulty 
after receiving Nuvaxovid (dose 1). 
No diagnostic tests or treatment were 
reported, and the outcome of all 
events was not recovered/not resolved. 


A 42-year-old female from 

with reported medical history of post- 
acute COVID-19 syndrome, tobacco 
user, uterine leiomyoma, ovarian cyst, 
COVID-19, and thyroid mass 
experienced pain in skull, dizziness, 
cold sweat, sharp chest pain, neck 
pain left for two hours, and 
tachycardia one day after receiving 
Nuvaxovid (dose 1). Two days after 
vaccination she experienced breathing 
difficulty, back pain, injection site 
swelling, fever 38 degrees Celsius, 
and chest pain. Three days after 
vaccination she experienced sleeping 
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inguinal lymph nodes pain), 
Lymphadenopathy (Axillary lymph 
nodes enlarged), Injection site 
swelling (Injection site swelling), 
Pyrexia (Fever <38 degree Celsius), 
Fatigue ( Fatigue extreme), Nausea 
(Nausea), Pyrexia (Feverish) 


Angina pectoris (Cardiac pain), 
Angina pectoris (Cardiac pain), 
Dizziness (Dizziness), Chills (Chills), 
Headache (Headache), Pyrexia 
(Pyrexia), Malaise (Malaise), Fatigue 
(Fatigue), Myalgia (Myalgia), 
Dizziness (Dizziness), Diarrhoea 
(Diarrhoea), Pain (General body 
pain), Diarrhoea, Dizziness 
(Dizziness), Chest pain (Chest pain), 
Dyspnoea (Breathing difficult), Breast 
pain (Breast pain), Tachycardia 
(Tachycardia), Vaccination site 
discolouration (Vaccination site 
discolouration), Dizziness 


3 days 13 
hrs 45 min 


for 26 hours continuously. Five days 
after vaccination she experienced 
migraine, abnormal breathing, nausea, 
fatigue extreme, feverish, and sleeping 
for over 12 hours. Seven days after 
vaccination, she experienced axillary 
and inguinal lymph nodes pain, 
axillary lymph nodes enlarged, 
inguinal lymph nodes enlarged, and 
left ear pain. The individual was not 
treated with any medications. The 
outcome of the events of pain, chest 
pain, neck pain, and dyspnoea were 
recovered/resolved. The outcome of 
all other events was 
recovering/resolving. 


A 24-year-old-female from (a 
with no reported medical history or 
concomitant medications experienced 
injection site swelling, malaise (PT: 
Malaise), dizziness (PT: Dizziness), 
injection site swelling (PT: Injection 
site swelling), injection site pain (PT: 
Injection site pain), headache (PT: 
Headache), diarrhoea (PT: Diarrhoea), 
injection site itching (PT: Injection 
site pruritus), injection site pain (PT: 
Injection site pain), fatigue (PT: 
Fatigue), fatigue (PT: Fatigue), 
headache (PT: Headache), general 
body pain (PT: Pain), malaise (PT: 
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(Dizziness), Injection site pruritus 
(Injection site itching), 
Lymphadenopathy (Swollen lymph 
nodes), Lymphadenopathy (Lymph 
nodes cervical swollen), 
Lymphadenopathy (Axillary lymph 
nodes enlarged), Injection site 
swelling (Injection site swelling), 
Injection site pain, Headache 
(Headache), Injection site pain 
(Injection site pain), Malaise 
(Malaise), Injection site swelling 
(Injection site swelling), Headache 
(Headache), Malaise (Malaise), 
Malaise (Malaise), Fatigue (Fatigue), 
Fatigue (Fatigue), Injection site pain ( 
Injection site pain), Injection site 
swelling (Injection site swelling), 
Pyrexia (Pyrexia), Nausea (Nausea), 
Malaise (Malaise), Headache 
(Headache), Fatigue (Fatigue), 
Arthralgia (Arthralgia), Headache 
(Headache), Myalgia (Myalgia), 
Injection site swelling ( Injection site 
swelling), Malaise (Malaise), 
Injection site pain (Injection site 
pain), Fatigue (Fatigue) 


Malaise), and malaise (PT: Malaise) 
the same day after receiving 
Nuvaxovid (dose 1). Two days after 
vaccination she experienced malaise 
(PT: Malaise), nausea (PT: Nausea), 
pyrexia (PT: Pyrexia), dizziness (PT: 
Dizziness), cardiac pain (PT: Angina 
pectoris) (Serious: Medically 
Significant), diarrhoea (PT: 
Diarrhoea), injection site swelling 
(PT: Injection site swelling), injection 
site pain (PT: Injection site pain), 
fatigue (PT: Fatigue), chest pain (PT: 
Chest pain), headache (PT: 
Headache), and swollen lymph nodes 
(PT: Lymphadenopathy). Four days 
after vaccination, she experienced 
breast pain (PT: Breast pain), injection 
site swelling (PT: Injection site 
swelling), malaise (PT: Malaise), 
vaccination site discolouration (PT: 
Vaccination site discolouration), 
breathing difficult (PT: Dyspnoea), 
arthralgia (PT: Arthralgia), dizziness 
(PT: Dizziness), axillary lymph nodes 
enlarged (PT:Lymphadenopathy), 
myalgia (PT: Myalgia), fatigue (PT: 
Fatigue), headache (PT: Headache), 
cardiac pain (PT: Angina pectoris) 
(Serious: Medically Significant), 
tachycardia (PT: Tachycardia), lymph 
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Dyspnoea exertional (Significant 
exertional dyspnea), Dizziness 
(Dizziness), Performance status 
decreased (Massive performance 
degradation), Lung consolidation 
(Consolidation of both lungs with 


reduced ventilation), Post-acute 
COVID-19 syndrome (Hypertension), 
Tachycardia (Tachycardia (also under 
ConCor)), Hypertension 
(Hypertension), Headache 
(Headache), Fatigue (Exhaustion), 
Myalgia (Muscle ache), Fatigue 


4 days 


nodes cervical swollen (PT: 
Lymphadenopathy), and injection site 
pain (PT: Injection site pain). Twelve 
days after vaccination she experienced 
headache (PT: Headache) (Serious: 
Hospitalization), dizziness (PT: 
Dizziness) (Serious: Hospitalization), 
fatigue (PT: Fatigue) (Serious: 
Hospitalization), myalgia (PT: 
Myalgia) (Serious: Hospitalization), 
malaise (PT: Malaise) (Serious: 
Hospitalization), pyrexia (PT: 
Pyrexia) (Serious: Hospitalization), 
and chills (PT: Chills) (Serious: 
Hospitalization). No diagnostic tests 
or treatment were reported, and the 
outcome of all events was not 
recovered/not resolved. 


A 46-year-old female from Zi! 
with medical history of Comirnaty 
(tozinameran) and "grass, birch, 
shrimps" experienced headache, 
significant exertional dyspnea, 
dizziness, exhaustion, revaccination 


with different covid-19 vaccine, 
hypertension, massive performance 
degradation, tiredness, consolidation 
of both lungs with reduced ventilation, 
hypertension, tachycardia “(also under 
concor)”, and muscle ache four days 
after receiving Nuvaxovid (dose 1). 
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(Tiredness), COVID-19 immunisation 
(Revaccination with different 
COVID-19 vaccine) 


Pyrexia (Fever), Syncope (Syncope), 
Altered state of consciousness, 
(Altered consciousness), Dyspnoea 
(Shortness of breath; shortness of 
breath with activity), Seizure 
(Seizure/convulsion) 


Chest pain (Chest pain), Dizziness 
(Dizziness), Pain in extremity (Pain in 
extremity), Injection site reaction 


She was treated with beta blockers 
and strict physical rest until further 
notice. Her side effects continued and 
independently leaving the apartment 
was not possible. 


A 76-year-old female from Taiwan 
with reported medical history of 
chronic kidney disease, diabetes 
mellitus, hyperlipidemia and 
hypertension and no reported 
concomitant medications experienced 
shortness of breath while ambulating 6 
days after receiving Nuvaxovid (dose 
4). Electrocardiogram, blood pressure, 
temperature, and blood oxygen 
examinations were normal, and she 
had a slight heart murmur. Later that 
day she developed fever and shortness 
of breath and while waiting for the 
ambulance developed syncope, 
convulsion, loss of consciousness, 
followed by CPR and out of hospital 
cardiac arrest. Fourteen days after 
vaccination she died due to acute 
rupture of chordae tendineae and 
complicated with severe mitral 
regurgitation. It is unknown if an 
autopsy was performed. 


A 39-year-old female from =! 
with medical history of polycystic 
ovaries and concomitant medications 
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(Injection site reaction), Injection site 
swelling (Injection site swelling), 
Dyspnoea (Dyspnoea) 


Visual impairment, [Persistent 
physical complaints that I never had 
before the vaccination:Heart: 


prolonged pressure pain,] Visual 
disturbances: flashes in the right eye, 
visual impairment: slight colour 


11 days 


of norethistrone and metformin 
experienced left arm itchiness, mild 
chest pain that came and went, and a 
dull ache that lasted 6 - 8 weeks after 
receiving Nuvaxovid (dose 1). She 
had no reaction to the second vaccine. 
After receiving the Nuvaxovid booster 
(dose 3) her right arm became swollen 
and hot. That night she developed 
intermittent chest pain. Eight days 
after vaccination she felt lightheaded, 
dizzy, short of breath, with pain down 
her left arm, and severe chest pain and 
she presented to the hospital. 
Investigations included chest x-ray, 
ECG, and a lung CT scan with 
contrast for pulmonary clots, which 
confirmed no pericarditis or 
myocarditis and no PE. She took 
Panadol or nurofen to relieve the pain. 
The outcome of the chest pain was not 
recovered/not resolved, the outcome 
of the dyspnoea was unknown, and the 
outcome of all other events was not 
recovered/not resolved. 


A 69-year-old female from 
with medical history of psoriasis since 
2021 experienced visual disturbance 


with flashes in the right eye and slight 
colour appearances, headache, 
prolonged heart pressure pain, and 
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appearances), Musculoskeletal chest 
pain ( [Persistent physical complaints 
that I never had before the 
vaccination:Heart: prolonged pressure 
pain,] Visual disturbances: flashes in 
the right eye, visual impairment: 
slight colour appearances), Skin 
discolouration ([Complaints I never 
had before the vaccination:shortness 
of breath in the morning after waking 
up.]| Slightly bluish/yellowish 
discoloration on the inside of the 
arms), Muscle spasms ( [Complaints 
that I never had before the vaccination 
hip-+lower back area, many 
movements painful,] constantly 
recurring cramps in toes, fingers left 
hand, [hip area + lower back]), Back 
pain ([Complaints that I never had 
before the vaccination hip-+] lower 
back area, many movements painful, 
[constantly recurring cramps in toes, 
fingers left hand, hip area +] lower 
back), Dizziness ( [Complaints that I 
never had before the vaccination: | 
Dizziness: [Again and again, 
especially when lying down, when I 
close my eyes. When standing up 
when bending forward, risk of tipping 
forward]), Dyspnoea ([Complaints I 
never had before the vaccination: | 


intermittent nausea and vomiting one 
day after receiving Nuvaxovid (dose 
1). Eleven days after vaccination she 
experienced painful movements in the 
hip area, shortness of breath in the 
morning after waking up, constantly 
recurring cramps in the toes, fingers of 
left hand, hip area and lower back, 
painful movements in the low back 
area, recurrent dizziness especially 
when laid down, when the eyes are 
closed, and when stood up and bent 
forward, risk of tipping forward, slight 
bluish/yellow discolouration of the 
skin on the inside of the arms, 
shoulder pain in the vaccinated arm on 
slight rotational movement and cannot 
carry a 1.5 litre water bottle, and 
vaccination site pain. No diagnostic 
tests or treatments were reported. The 
outcome of all events was not 
recovered/not resolved. 


Page | 37 


Nuvaxovid 
NOVAVAX, Ine. 


N/A 


Signal Evaluation Report 
Confidential 


shortness of breath in the morning 
after waking up. [Slightly 
bluish/yellowish discoloration on the 
inside of the arms]), Headache 
([Persistent physical complaints that I 
never had before the vaccination: ] 
Severe headaches, which 
unfortunately are still getting worse 
[stinging on the forehead and in the 
"front head area"]), Vomiting 
([Intermittent nausea and] vomiting), 
Vaccination site pain (Vaccination 
site arm + [shoulder pain.] With this 
right arm I can not even carry a water 
bottle [1.5 litre], pain with slight 
rotational movements), Arthralgia 
(Vaccination site arm + [shoulder 
pain.] With this right arm I can not 
even carry a water bottle [1.5 litre], 
pain with slight rotational 
movements), Arthralgia ([Complaints 
that I never had before the 
vaccination] hip-[+lower back area, 
Jmany movements painful, [constantly 
recurring cramps in toes, fingers left 
hand], hip area [+ lower back]) 


Snoring (Snore), Somnolence 
(Groggy), Dyspnoea (Dyspnea), 


A 41-year-old male from (a 
with medical history of allergy to 


Influenza (Flu symptoms), Fatigue 35 days grasses, hay, bee stings, and pumpkin 
(Tiredness), Hypersensitivity (Allergy and IgA vasculitis experienced 
aggravated) fatigue, somnolence, and snoring eight 
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days after receiving Nuvaxovid (dose 
2). One month and five days after 
vaccination he experienced worsening 
of his allergies, shortness of breath, 
and influenza. No diagnostic tests or 
treatments were reported, and the 
outcome of all events was unknown. 
The outcome of all events was 
unknown. 


A 51-year-old female from (a 
with medical history of allergy to nitro 
spray, pollen, grasses, and bee venom, 
hysterectomy, ovarian cyst (left) 
Weight bearing difficulty (Weight treated with surgery, hypertension, 
bearing difficulty), Dyspnoea hypothyroidism, chronic migraine 
exertional (Dyspnoea exertional), with aura, spinal canal stenosis 
Dyspnoea (Dyspnoea), Chest cervical area experienced dyspnea 
discomfort (Chest pressure sensation after receiving Nuvaxovid (dose 3). 
: 1 month and : Si 
of), Cough (Irritant cough), Cough bsrecle Previously, four days after receiving 
(Irritant cough), Dyspnoea exertional Comirnaty (dose 1) she experienced 
(Dyspnoea exertional), Cough tiredness, weight bearing difficulty, 
(Nocturnal cough), Fatigue dyspnoea exertional, dyspnoea, 
(Tiredness), Hypersensitivity (Acute nocturnal cough, chest discomfort, 
allergic reaction) and cough, and she experienced 
hypersensitivity ten minutes after 
receiving Comirnaty (dose 2). The 
outcome of all events was not 
recovered/not resolved or unknown. 


Dizziness (Dizziness), Weight bearing A 35-year-old male from (gaa 
difficulty (Weight bearing difficulty), with medical history of stroke 
Nerve injury (Nerve damage), Fall experienced dizziness and malaise one 
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(Fall), Gait disturbance (Gait 
disorder), Muscular weakness 
(Muscle weakness), Neuralgia (Nerve 
pain), Limb discomfort (Limb 
discomfort), Dyspnoea (Dyspnoea), 
Weight bearing difficulty (Weight 
bearing difficulty), Feeling hot 
(Feeling hot), Nasal congestion (Nasal 
stuffiness), Paraesthesia 
(Paraesthesia), Urticaria (Rash 
urticarial), Malaise (Malaise), 
Headache (Headache), Fatigue 
(Chronic fatigue), Fatigue (Fatigue), 
Nausea (Nausea) 


NOVAVAX, Ine. 


day after receiving Nuvaxovid (dose 
1). Three days after vaccination he 
experienced headache (left-sided time 
almost 3 months persistent nerve 
damage, 24h a day headache with 
impulse such as electricity, no 
physical stress without stress hives, 
chronic fatigue)(PT: Headache), nerve 
damage (left-sided time almost 3 
months persistent nerve damage, 24h 
a day headache with impulse such as 
electricity, no physical stress without 
stress hives, chronic fatigue) (PT: 
Nerve injury), rash urticarial (left- 
sided time almost 3 months persistent 
nerve damage, 24h a day headache 
with impulse such as electricity, no 
physical stress without stress hives, 
chronic fatigue) (PT: Urticaria), 
chronic fatigue (left-sided time almost 
3 months persistent nerve damage, 
24h a day headache with impulse such 
as electricity, no physical stress 
without stress hives, chronic fatigue) 
(PT: Fatigue), and weight bearing 
difficulty (left-sided time almost 3 
months persistent nerve damage, 24h 
a day headache with impulse such as 
electricity, no physical stress without 
stress hives, chronic fatigue) (PT: 
Weight bearing difficulty). Thirteen 
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days after vaccination, the individual 
experienced nerve pain (running 
problem left, middle-class nerve pain, 
no stress load because then 
immediately dizziness and nausea 
advertised and weakness in limbs 
which led to several falls) (PT: 
Neuralgia), fall (running problem left, 
middle-class nerve pain, no stress load 
because then immediately dizziness 
and nausea advertised and weakness 
in limbs which led to several falls) 
(PT: Fall), muscle weakness (running 
problem left, middle-class nerve pain, 
no stress load because then 
immediately dizziness and nausea 
advertised and weakness in limbs 
which led to several falls) (PT: 
Muscular weakness), fatigue (running 
problem left, middle-class nerve pain, 
no stress load because then 
immediately dizziness and nausea 
advertised and weakness in limbs 
which led to several falls) (PT: 
Fatigue) , and gait disorder (running 
problem left, middle-class nerve pain, 
no stress load because then 
immediately dizziness and nausea 
advertised and weakness in limbs 
which led to several falls) (PT: Gait 
disturbance). On an unspecified day 
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after vaccination, the individual 
experienced paresthesia (PT: 
Paraesthesia), nausea “(filling of 
vomiting without having to vomit)” 
(PT: Nausea), nasal stuffiness (it often 
feels as if wet and mouth shortly 
closes everything, which occurs more 
often during stress and exercise.) (PT: 
Nasal congestion), feeling hot (PT: 
Feeling hot), weight bearing difficulty 
(left side not resilient) (PT: Weight 
bearing difficulty), dyspnea (it often 
feels as if wet and mouth shortly 
closes everything, which occurs more 
often during stress and exercise.) (PT: 
Dyspnoea), and limb discomfort (left 
side not resilient) (PT: Limb 
discomfort). The events of weight 
bearing difficulty, nerve injury, 
urticaria, headache, and fatigue were 
recovered with sequelae. The outcome 
of all other events was unknown or 
nor recovered/not resolved. 
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6.3 Disproportionality Results 


Based on EudraVigilance Data Analysis System (EVDAS) (16-Dec-2022 to 31-Dec-2022), 
MedDRA Preferred Term (PT) Dyspnoea presented with Reporting Odds Ratio (ROR) of 
2.02 and PT Dyspnoea exertional with ROR of 2.46. Both PTs did not present a signal of 
disproportionate reporting (SDR = no). 


Based on Vaccine Adverse Event Reporting System (VAERS) (03Dec2022 to 16Dec2022), 
MedDRA PT Dyspnoea presented an EB05 value of 0.347. The PT of Dyspnea exertional 
was not in VAERS. 
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7 DISCUSSION AND CONCLUSION 


Dyspnoea is not considered a labeled event, it is included in the current version of the 
NUVAXOVID CCDS as a symptom of myocarditis or pericarditis. No safety concerns or 
trends have been identified during this cumulative review. Clinical trial events were balanced 
across treatment and placebo groups. In most cases that were serious due to hospitalization, 
the constellation of co-reported symptoms may be associated with reactogenicity, or anxiety. 
Further, some serious events are described in association with anaphylaxis or 
hypersensitivity, for which shortness of breath or dyspnoea is a known symptom. A causal 
association between NUVAXOVID and dyspnoea is not supported by this comprehensive 
review.. 
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APPENDIX 21: SIGNAL EVALUATION REPORT FOR TINNITUS 
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1 INTRODUCTION 


This signal evaluation report provides a detailed analysis on the validated safety signal of 
tinnitus reported with the administration of NUVAXOVID™ COVID-19 Vaccine 
(recombinant, adjuvanted) (NVX-CoV2373; hereafter referred to as NUVAXOVID) based on 
the information available to Novavax, Inc. (NVX). 


NUVAXOVID is a recombinant, adjuvanted protein vaccine indicated for active 
immunisation to prevent COVID-19 caused by Severe Acute Respiratory Syndrome 
Coronavirus 2 (SARS-CoV-2). NUVAXOVID is authorised as a two-dose primary series in 
individuals 12 years of age and older (authorised as COVOVAX for individuals 7 years and 
older), and as a booster dose in adults. Further details on the mechanism of action, 
indications, pharmaceutical form(s), and instructions for use are presented in the Company 
Core Data Sheet (CCDS), version 6, effective date: 10-Aug-2022. The International Birth 
Date IBD) of NUVAXOVID is 20-Dec-2021 in the European Union (EU). 
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2 SOURCE OF THE SIGNAL 


The safety signal tinnitus was identified by the Pharmacovigilance Risk Assessment 
Committee (PRAC) on 14-Nov-2022 in their preliminary assessment report (Procedure no.: 
EMEA/H/C/PSUSA/00010972/202206) on the first Periodic Benefit Risk Evaluation Report 
(PBRER) (Interval covered by the PBRER: 20-Dec-2021 to 19-Jun-2022). Reference is made 
to the following: “It is noted that a number of reports of tinnitus, dyspnoea and diarrhoea (all 
unlisted) have been reported. The MAH is kindly asked to present an assessment of these 
reports and is asked whether any revision of the product information is considered 
necessary.” Additionally, on 20-Dec-2022 a request for label update for tinnitus from 
Therapeutic Goods Administration, Australia was received. The request was to update the 
Product Information to include tinnitus in Section 4.8 (Adverse Effects). 


To evaluate and further characterize this signal, a comprehensive review of the safety data 
relevant to tinnitus from clinical trials and the post-marketing safety database was performed. 
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3 BACKGROUND 


3.1 Background Related to Signal 


Tinnitus is commonly described as a perception of sound in the ears in the absence of an 
external source: this may be in one or both ears, and can sound like ringing, roaring, clicking, 
hissing, or buzzing. It may be soft or loud, high pitched or low pitched. ' The exact 
mechanism of tinnitus is not fully known. However, well-documented cases of tinnitus 
without hearing loss are rare, and cortical reorganization due to sensory deprivation is a 
putative mechanism for tinnitus.” Anxiety and stress have also been associated with tinnitus 
or worsening of tinnitus; the release of stress hormones via the limbic-HPA-axis or the 
noradrenergic system on the peripheral and central auditory system has been documented in 
both experimental animals and humans.* 


Population-based studies have reported prevalence of tinnitus worldwide between 4.6 to 30%. 
Prevalence is greater in men and increases with age.! Other risk factors include tobacco and 
alcohol use, ototoxic medication exposure and medical conditions such as obesity, 
cardiovascular problems, high blood pressure, and history of autoimmune disorders or head 
injury.* 

Viral infections are also known to be associated with tinnitus, and meta-analyses have shown 
that 4.5%-8% of subjects may experience tinnitus after COVID-19 infection.> In addition, the 
occurrence of tinnitus has been reported after receiving COVID-19 vaccines or other 
vaccines. In retrospective observational studies, the prevalence of new-onset tinnitus 
diagnosis among those without prior history of tinnitus is 0.038% and 0.031% within 21 days 
after receiving first and second mRNA COVID-19 vaccine, respectively.® Propensity score 
matching based on age at vaccination, sex, race and ethnicity of patients receiving COVID-19 
vaccine and four other vaccines (Tdap, influenza, and pneumococcus vaccines) showed a 
higher risk of new-onset diagnosed tinnitus (0.072%, 0.071%, 0.086%, respectively) than 
after receiving mRNA COVID-19 vaccines.® In summary, tinnitus is prevalent in the general 
population, may have a variety of etiologies, including stress-related pathology, and has been 
reported with COVID-19 and following vaccination with mRNA COVID-19 vaccines and 
other vaccines. 


3.2 Labeling 


Tinnitus is not a labeled event as per current version of the CCDS (Version 6.0; effective 10- 
Aug-2022). 
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4 EXPOSURE DATA 


4.1 Cumulative Subject Exposure in Clinical Trials 


Subject exposure in clinical trials is summarized in Section 6.1 and presented with the results 
of the data analysis. 


4.2 Cumulative Exposure Data from Post-Authorisation Experience 


Exposure data are derived from administration records and distribution data where these data 
are available to NVX. Table 1 below lists regional sources of administration and distribution 
data, including cut-off dates. Administration data stratified by region are provided in Table 2. 
Distribution data are provided for all regions that received NUVAXOVID and COVOVAX, 
including some regions where administration data were also available (refer to Table 2). 


Table 1 Administration and Distribution of NUVAXOVID and COVOVAX Source Data by Country 


Country Administration | Administration Distribution Distribution 
Data Source Data Cut-Off Data Source Data Cut-off 
Date Date 
Australia # COVID19Vaccin 30-Nov-2022 Novavax Global 02-Dec-2022 
eData@Health.go Sales 
v.au 


https://health- 30-Nov-2022 ° Novavax Global 02-Dec-2022 
infobase.canada.c Sales 
a/covid- 
19/vaccination- 
coverage/#a6 
https://www.ecde | 30-Nov-2022 ° Novavax Global 02-Dec-2022 
-europa.eu/en/pub Sales 
lications- 
data/data-covid- 
19-vaccination- 
eu-eea 


Takeda 30-Nov-2022 Takeda 30-Nov-2022 
Pharmaceutical Pharmaceutical 
Company Company 


New Zealand? New Zealand 31-Oct-2022 Novavax Global 02-Dec-2022 
Ministry of Sales 
Health (NZ 
MoH) provided 
by license partner 
(LP), Biocelect, 
via Biointelect 


Singapore ? Singapore Health 31-Aug-2022 Novavax Global 02-Dec-2022 
Sciences Sales 
Authority 
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Table 1 Administration and Distribution of NUVAXOVID and COVOVAX Source Data by Country 


Country Administration | Administration Distribution Distribution 
Data Source Data Cut-Off Data Source Data Cut-off 
Date Date 
Switzerland ? https://opendata.s 30-Nov-2022 Novavax 02-Dec-2022 
wiss/en/dataset/c Distribution 
ovid-19-schweiz Department 


Taiwan * https://www.cdc. 30-Nov-2022 Novavax Global 02-Dec-2022 
gov.tw/Category/ Sales 
Page/9jFXNbCe- 
sFK9EImMRRi2O 
g 


USA #* https://data.cde.g | 30-Nov-2022 ° Novavax Global 02-Dec-2022 

ov/Vaccinations/ Sales 

COVID-19- 
Vaccinations-in- 

the-United- 

States- 
Jurisdi/unsk- 
b7fc/data 


Bangladesh > http://103.247.23 N/A SIIPL’s SSR N/A 
8.92/webportal/p 
ages/covid]9- 
vaccination- 
update.php 


India ° https://dashboard. 30-Nov-2022 SIIPL’s SSR 
cowin.gov.in/ 


Israel? Israeli Ministry 07-Nov-2022 Novavax Global 02-Dec-2022 
of Health Sales 


South Korea* | https://www.kdca 10-Nov-2022 SK Bio 30-Nov-2022 
.g0.kr/board/boar Distribution Data 
d.es?mid=a20501 
020000&bid=001 
5&list_no=71869 
9&cg code=C01 
&act=view&nPa 
ge=1 


Thailand ® N/A SIIPL’s SSR 
UAE? Novavax Global N/A 
Sales 
UK? Novavax Global 02-Dec-2022 
Sales 
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Table 1 Administration and Distribution of NUVAXOVID and COVOVAX Source Data by Country 


Administration | Administration Distribution Distribution 
Data Source Data Cut-Off Data Source Data Cut-off 
Date Date 
Note: Not Applicable (N/A) indicates source data was unavailable. 
®NUVAXOVID 
’COVOVAX 


° Cut-off date is not reported by Canada, USA and European Center for Disease Prevention and Control 
(ECDC). Date presented for Canada, USA and EU in this table is the date of extraction 


Table 2 Interval and Cumulative Distribution and Administration Data from Post- Authorisation 
Experience Presented by Region/License Partner 


New Zealand (Biocelect New 6,659 2,007,600 
Zealand Ltd.)° 
Singapore (PharmaEng 18,073 615,000 
Technology Pte Ltd)” 


Data presented as recorded. 
b NUVAXOVID 
c COVOVAX 
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5 METHODS 
5.1 Search Strategy 


5.1.1 Clinical Trials 

The clinical trial database was reviewed for unsolicited AEs using the MedDRA PT: 
Tinnitus. The search included unblinded data from studies 2019nCoV-301, 2019nCoV-302, 
and 2019nCoV-501. 

5.1.2 Post-authorisation Data 

A cumulative search of ARGUS post-authorisation safety database was performed with the 
MedDRA PT Tinnitus with a data lock point (DLP) of 16-Nov-2022. 

5.2 _—_ Analysis Strategy 


5.2.1 Case Review 


All cases retrieved from post-authorisation data were reviewed with a focus on cases that 
were serious due to criteria of death, hospitalization, medically significant, disability and/or 
life-threatening. 


3.2:2 Causality Assessment 


All serious cases were reviewed at the case level and in aggregate for evidence of causality, 
including temporal association with NUVAXOVID administration and the presence of any 
alternative etiologies. 
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6 RESULTS 


6.1 Analysis of Data from Clinical Trials 


A summary of clinical trial cases of PT Tinnitus is shown in Tables 3, 4 and 5, below. No 
treatment group difference was noted. 


Table 3 Study 2019nCoV-301 


Unsolicited AEs within 49 days of first vaccination Unsolicited AEs 
through 28 days 
after booster 
vaccination 


Pre-crossover period Post-crossover period Booster 


Vaccine Placebo N=9847 | Vaccine N=6416 Placebo Vaccine 
N= 19735 N=15298 N=12777 
oom | 7m [| mo | 0 | 201% 


Adverse events coded using MedDRA v 25.0. Adverse events 


Data extract 26Mar2022 coded using 
MedDRA v 25.0 


Data extract 
18Aug2022 


Table 4 Study 2019nCoV-302 


Unsolicited AEs Overall treatment groups 


Vaccine N= 7568 Placebo N=7570 


n= 9 (0.1% n= 4 (<0.1% 
Adverse events coded using MedDRA v 24.1. 
Unblinded Final DBL Analysis, data extract 30MAR2022. 
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Table 5 Study 2019nCoV-501 


Unsolicited AEs after First Vaccination (Pre-crossover) Overall treatment groups 


Vaccine N= 2211 Placebo N=2197 


-Adverse events coded using MedDRA v 23.0. 
-12 month FA Unblinded, data extract 14FEB2022 


6.2 Analysis of Individual Case Safe Reports from Post-Authorisation Safety 
Database 


Cumulatively, there were 67 ICSRs of Tinnitus reported, with half of events (n=34, 50.75%) 
experienced within 5 days of vaccination, time to onset unknown in n=22 (32.84%), and a 
majority reported from Australia (n=28) and Germany (n=12). Of 67 ICSRs, 48 (71.64%) 
reported associated PTs. The most frequent MedDRA PTs co-reported with tinnitus were 
headache (n=21, 31.34%), fatigue (n=13, 19.40%), paraesthesia (n=12, 17.91%) and 
dizziness (n=11, 16.42%). The reports characteristics and demographics are summarised in 
Table 6 and Table 7 respectively. There were 7 ICSRs (10.45%) with a seriousness criterion 
of hospitalisation, or disability, and 8 additional ICSRs that were serious by convention due 
to medical significance of the events. The details of these 15 serious ICSRs are described in a 
case series in Table 8. 


A disproportionality analysis of EudraVigilance Data Analysis (EVDAS) eRMR report 
(1Dec2022 through 15Dec2022) showed a ROR of 3.35, with a changed status to 
“increased.” 


Table 6 Events Characteristics Table 


All reports (n = 67) Serious Reports 
(Hospitalisation// Disability); 
n=7) 


Number of Percentage of Number of Percentage of 
Reports Total Reports Serious Total Serious 
Reports Reports 


faustaia [28 —~id arom foi 
fay -f@ ism ito Cid mC 
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Table 6 Events Characteristics Table 


All reports (n = 67) Serious Reports 
(Hospitalisation// Disability); 
n=7) 


[Sweden [iad 
a 
a 
a 
‘Disbiiy [s_—itaee ifs Sid ame —_— 
‘Hospasaion [2 ——~(299% —~+[2—~S~S~=s sms = 


Medically 


Criteria 
Other 
Medically 6 
Tnhportant 1 1.49% 
Condition 


rastyearda [9 ——~idisae i =~ sme _— 
Prawea [9 SS—*d ae «dt S~*d me 
(n>5 ICSRs) 


Pain in 
extremity 8.96% 1 12.50% 


Fchespain [6 ‘esse ito iim ———*” 


Injection site 
pain 8.96% =i 50% 


Ear discomfort ect 7.46% / 12.50% | 


Chest 
discomfort 746% 25.00% 


Migsin sigue [3 1a = 12.50% 
(Days) 
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Table 6 Events Characteristics Table 


All reports (n = 67) Serious Reports 
(Hospitalisation// Disability); 
n=7) 


Diphenhydrami 0% 
a 1 1.49% 
Event hydrochloride 

Treatment Office visit 5 ean 
(Treatment 3 4.48% 
unspecified) 
Self-treatment ° 0% 
(Unspecified Cn a 


Not Recovered/ 
Not Resolved 39 58.21% 5 71.43% 
Event Recovered/ 
Outcome (as_ | Resolved 11.94% 2 28.57% 
reported in Recoverin 0% 
Initial Report) Resolvin oe 8.96% 
Recovered with 0% 
Sequelae 2 2.99% 


Table 7 Demographic Characterisation of Retrieved Cases 


eee eae) ae 
emer of Reports | Perentage of Total Reports | 
a 
303988 


[tinows Cd 
a 
2 
5059 si 
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Table 7 Demographic Characterisation of Retrieved Cases 


CT —~dYSC“‘CS™ON#C#AROGOORE—*d 
ae Od—SC~—“‘“iRS*éCSSCSC~*d 
tute 388 
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Table 8 Case series for Serious Reports of Tinnitus 


i - Brief Case Summa 
Case Number Country Age (Years) / Event Seriousness TTO Co-reported PTs ry 
Gender Criteria 


Tachycardia, 


of consciousness, 
Erythema annulare, 
Cold sweat, 


Headache 


- 42 / Female Hospitalisation 
55 / Female Hospitalisation 1 month, 7 
days 


Sudden hearing loss, 
Spinal pain, 
Hyperlipidaemia 


43 / Female Injection site pain 


Disability 9 hours 


65 / Male Disability 


Circulatory collapse, 


Visual impairment, Loss 


1 month Anaphylactic reaction, 
Anxiety, Chest 
discomfort, Dyspnoea, 
Dizziness, Fatigue, 
Headache, Influenza like 


A 44-year-old female from (a 
with no reported medical history or 
concomitant medications experienced 
tinnitus, circulatory collapse, 
tachycardia, visual impairment, loss of 
consciousness, erythema annulare, 
cold sweat, headache 3 days after 
receiving Nuvaxovid (dose 1). No 
treatment was reported, and the 
outcome of the events was reported as 
resolved. 


A 55-year-old female from (a 
with no reported medical history or 
concomitant medications experienced 
tinnitus, sudden hearing loss, spinal 
pain and hyperlipidaemia, 1 month 7 
days after receiving Nuvaxovid (dose 
1). She was hospitalized on 
unspecified date and treated with IV 
prednisolone. At the time of the report 
the outcome of the events was reported 
as not resolved. 


A 43-year-old female from 
with reported history of COVID-19, 
pneumonia, asthma and reported 
concomitant medication of Symbicort 
Turbohaler (budesonide, formoterol 
fumarate) experienced tinnitus and 
injection site pain on the same day 
after receiving Nuvaxovid (dose 1). No 
treatment was reported, and tinnitus 
was not resolved. 


A 65-year-old male from 

with reported history of COV1ID-19 
vaccination with Nuvaxovid (Dose 1) 
and no reported concomitant 
medications experienced tinnitus and 
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Table 8 Case series for Serious Reports of Tinnitus 


i 3 Brief Case Summa 
Case Number Country Age (Years) / Event Seriousness Co-reported PTs ry 
Gender Criteria 


illness, Injection site anaphylactic reaction, anxiety, chest 
pain, Insomnia, Nausea, discomfort, dyspnoea, dizziness, 
Oropharyngeal pain, fatigue, headache, influenza like 
Palpitations, illness, injection site pain, insomnia, 
Paraesthesia, Rash nausea, oropharyngeal pain, 
pruritic, Vision blurred, palpitations, paraesthesia, rash pruritic, 
Vomiting, Wheezing vision blurred, vomiting and wheezing 
1 month after receiving Nuvaxovid 
(Dose 2). 
No treatment was reported, and the 
patient had recovered from the events. 


Unk / Male Disability 1 day None A male of an unspecified age from 
a with no reported history or 
concomitant medications experienced 
aggravation of tinnitus 1 day after 
receiving Nuvaxovid (dose 1). No 
treatment was reported, and tinnitus 
was not resolved. 


39 / Female Disability 1 day None A 39-year-old female from Es 
BE With reported history of cataract, 
retinopathy, type 1 diabetes mellitus, 
and hypersensitivity to ciprofloxacin 
and concomitant medication insulin 
experienced tinnitus day after 
receiving Nuvaxovid (Dose 1). 
Treatment included an office visit, and 
at the time of the report the patient had 
not recovered from the event. 


58 / Female Disability, Medically Alopecia, Dehydration, ear-old female from 

significant event Dizziness, Ear ith reported history of diabetes 
discomfort, Fatigue, mellitus, obesity, osteoarthritis, drug 
Feeling hot, Head hypersensitivity to multiple drugs and 
discomfort, Headache, multiple concomitant medications such 
Inflammation, Insomnia, | as lisinopril, amlodipine besylate, 
Migraine, Nausea, Thirst, | meloxicam, mometasone furoate), 
and Tinnitus paracetamol experienced tinnitus, ear 


discomfort, migraine, nausea, 
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Table 8 Case series for Serious Reports of Tinnitus 


Case Number Country Age (Years) / 
Gender 


Signal Evaluation Report 


Confidential 


Event Seriousness 
Criteria 


Medically significant 
event 


Sudden hearing loss 


17 days 


1 day 


Medically significant 
event 


Chest pain, Dyspnoea, 
Burning sensation, Chest 
discomfort, Head 
discomfort, 
Musculoskeletal chest 
pain, Paraesthesia, 
Hypoaesthesia, Pain in 
extremity, Fatigue, 
Nausea 


TTO Co-reported PTs Brief Case Summary 


inflammation, feeling hot, dehydrated, 
thirst, headache, fatigue, insomnia, 
head discomfort on 2"4 day after 
receiving Nuvaxovid (Dose 1). 
Treatment included an office visit on 
an unspecified date. The laboratory 
investigations included a hearing test 
and medical exam by an ENT (Result: 
no hearing loss or any other physical 
issues; acoustic stimulation tests 
normal), blood work (Result: blood 
test abnormal, increased 
inflammation). At the time of the 
report, the patient had not recovered 
from the events. 


A 37-year-old female from i! 
with reported history of Chronic 
recurrent multifocal osteomyelitis and 
no concomitant medication 
experienced tinnitus 17 days after 
receiving Nuvaxovid (dose 3). No 
treatment was reported, and at the time 
of the report the patient was recovering 
from the event. 


A 48-year-old female from =! 
with reported medical history of iron 
deficiency, polycystic kidney, 
endometrioma, ovarian cyst, 
microalbuminuria and inguinal hernia 
repair and no concomitant medication 
experienced tinnitus, burning 
sensation, paraesthesia, head 
discomfort, chest discomfort, 
dyspnoea, musculoskeletal chest pain 
and pain in extremity on day 1 and 
hypoesthesia, nausea, and fatigue on 
day 2 after receiving Nuvaxovid 
dose). No treatment was 
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Table 8 Case series for Serious Reports of Tinnitus 


Case Number Country Age (Years) / 
Gender 


32 / Female 


Event Seriousness 
Criteria 


Medically significant 
event 


36 / Male Medically significant 


event 


Medically significant 
event 


51 / Female 


Signal Evaluation Report 


1 day 


Not reported 


Palpitations, Cold sweat, 
Dizziness, Feeling hot, 
Pallor, Tachycardia, 
Chest pain, Chills, 
Nausea 


Chest discomfort, 
Muscular weakness, 
Flushing, Migraine, 
Nasopharyngitis, Muscle 
spasms, Chills, Fatigue, 
Headache, Malaise 


Ear pain, Vertigo 


Co-reported PTs Brief Case Summary 


reported, and at the time of the report 
the outcome of the events was 
unknown. 


A 32-year-old female from i! 
with no reported medical history and 
concomitant medication experienced 
tinnitus, palpitations, cold sweat, 
dizziness, feeling hot, pallor, 
tachycardia, chest pain, chills and 
nausea, | day after receiving 
Nuvaxovid (primary dose). No 
treatment was reported. At the time of 
the report the outcome of the events 
tinnitus, cold sweat, dizziness, feeling 
hot, pallor and tachycardia was 
unknown. The patient had recovered 
from chills, while she had not 
recovered from palpitations and chest 
pain. 

A 36-year-old male from 
with no reported medical history and 
concomitant medication experienced 
tinnitus and chest discomfort (TTO: 
unspecified) and muscular weakness, 
flushing, migraine, nasopharyngitis, 
muscle spasms, chills, fatigue, 
headache, malaise, 21 to 23 days after 
receiving Nuvaxovid (primary dose). 
No treatment was reported. At the time 
of the report the patient had not 
recovered from tinnitus, migraine, 
muscle spasms, fatigue, headache and 
malaise, while outcome of remaining 
events was not reported. 


A 51-year-old female from 
with reported medical history of mast 
cell disorder, allergies, asthma, auto 
immune disease and no concomitant 
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Table 8 Case series for Serious Reports of Tinnitus 


a Brief Case Summa 
Case Number Country ee (Years) / Event Seriousness TTO Co-reported PTs ry 
ee Criteria 


medication experienced ear pressure 
and pain, after 5 hours and tinnitus and 
vertigo, 29 days after receiving 
Nuvaxovid (primary dose). No 
treatment was reported. At the time of 
the report the outcome of the events 
tinnitus and vertigo was unknown 
while ear pain was not resolved. 
33 / Female Medically significant Chest pain, Ear A 33-year-old female from =! 
event discomfort, Vertigo, with no reported medical history and 
Uveitis, Vitreous concomitant medication experienced 
floaters, Photopsia, tinnitus, chest pain, ear discomfort, 
Malaise vertigo, uveitis, vitreous floaters, 
photopsia and malaise, (TTO: 1 day) 
and ocular hyperaemia (TTO: 1.5 
weeks) and deafness unilateral, weight 
decreased, deafness, Lichen sclerosus 
(TTO: unspecified) after receiving 
Nuvaxovid. No treatment was 
reported. At the time of the report the 
patient had not recovered from 
tinnitus, chest pain, vitreous floaters, 
deafness and malaise, recovered from 
vertigo while outcome was not 
reported for the events ear discomfort, 
uveitis, photopsia, ocular hyperaemia, 
weight decreased and Lichen 
sclerosus. 


42 / Female Medically significant Not reported | Cardiovascular disorder, | A 42-year-old female from 
event Heart rate increased, Ear | with no reported medical history and 
discomfort, Visual concomitant medication experienced 
impairment, Circulatory | tinnitus (TTO unspecified), circulatory 
collapse, Paraesthesia, instability, heart rate increased, ear 

Dizziness, Cold sweat, discomfort, visual impairment, 

Rash, Headache circulatory collapse, paraesthesia, 
dizziness, cold sweat, rash, headache 
after receiving Nuvaxovid. No 
treatment was reported and at the time 
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Table 8 Case series for Serious Reports of Tinnitus 


Country Age (Years) / Event Seriousness TTO Co-reported PTs Brief Case Summary 
Case Number ae 
| an 
of the report the outcome of the events 
was unknown. 


eas a Male —_—a significant A 38-year-old male from ith 
event Deafness unilateral medical history of Covid 19 and no 
reported concomitant medication 
experienced tinnitus (TTO 9 days) and 
unilateral deafness (TTO 10 days) after 
receiving Nuvaxovid (Primary dose). 
No treatment was reported and at the 
time of the report the outcome of the 
events was reported as not resolved. 
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7 DISCUSSION AND CONCLUSION 


In response to health authority requests, the global safety database was analyzed for adverse 
events of tinnitus following vaccination with Nuvaxovid. A disproportionality analysis of 
EVDAS eRMR report (1Dec2022 through 15Dec2022) showed a ROR of 3.35, witha 
changed status to “increased.” In the post-marketing safety database, a total of 67 ICSRs were 
retrieved, the majority of which were non-serious (52/67). Half of the ICSRs (50.75%) 
described onset within 0-5 days of vaccination, while time to onset was not reported in 
32.84% of ICSRs. Co-reported events consistent with local and/or systemic reactogenicity or 
anxiety-related reactions were noted in 71.64% of reports. Case-level (qualitative) analysis of 
serious post-marketing cases did not support a pattern or causal association due to presence of 
confounding factors or alternative explanations for the event. In clinical trials, reporting rates 
of tinnitus were low, and no difference was reported between treatment arms following any 
dose. 


In summary, tinnitus has been reported following vaccination with Nuvaxovid in a pattern 
consistent with typically associated stress or anxiety-related vaccination reactions. 


The current evidence suggests a reasonable causal association with the vaccine to confirm a 
safety signal. 
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1 INTRODUCTION 


This signal evaluation report provides a detailed analysis on the validated safety signal of 
tachycardia and other rhythm disorders in association with the administration of 
NUVAXOVID™ COVID-19 Vaccine (recombinant, adjuvanted) (NVX-CoV2373; hereafter 
referred to as NUVAXOVID) based on the information available to Novavax, Inc. (NVX). 


NUVAXOVID is a recombinant, adjuvanted protein vaccine indicated for active immunisation 
to prevent Coronavirus Disease-19 (COVID-19) caused by Severe Acute Respiratory 
Syndrome Coronavirus 2 (SARS-CoV-2) in individuals aged 18 years of age and older 
(authorised as COVOVAX in India and Thailand for ages > 12). Further details on the 
mechanism of action, indications, pharmaceutical form(s), and instructions for use are 
presented in the Company Core Data Sheet (CCDS). The International Birth Date (IBD) of 
NUVAXOVID is 20-Dec-2021 in the European Union (EU). 


2 SOURCE OF THE SIGNAL 


A signal of tachycardia and other rhythm disorders was validated on 27-Jun-2022 after a 
request was received from PRAC, in the PRAC assessment report for the 4" monthly safety 
update (period covering 1-May-2022 to 31-May-2022). 


To evaluate and further characterize this signal, a comprehensive review of the safety data 
relevant to tachycardia and other rhythm disorders from clinical trials and the post-marketing 
safety database was performed. 


3 BACKGROUND 
3.1. Background Related to Tachycardia and Other Rhythm Disorders 


Arrhythmias are abnormal heart beats. The term "arrhythmia" refers to any change from the 
normal sequence of electrical impulses, causing abnormal heart rhythms. Arrhythmias may 
be completely harmless or life-threatening. ! 


Multiple causes can trigger arrhythmias, including abnormal rate or rhythm from heart’s 
natural pacemaker, an interruption of normal conduction pathway or another part of the heart 
provides a "back-up" rhythm. Common arrhythmias encountered in an office-based setting 
include premature atrial complex, ventricular premature beats, bradycardias, ventricular 
tachycardia (VT), atrial fibrillation (AF) and atrial flutter, supraventricular tachycardia, 
atrioventricular (AV) block, no sustained ventricular tachycardia (NSVT), and follow-up of 
already treated VT or ventricular fibrillation (VF). Clinical presentation may be related to 
arrhythmia (e.g., palpitations, flutter) or due to the hemodynamic consequences of 
arrhythmias (e.g., fatigue. dyspnea, dizziness, chest pain, syncope, or sudden cardiac arrest). 
While the patient's age, medical history, and physical exam may strongly suggest the 
diagnosis, the diagnosis requires documentation with an ECG or a monitor.) 
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3.2 Labeling 


Tachycardia and other rhythm disorders are not labeled events per the CCDS 5.0. 


4 EXPOSURE DATA 
4.1. Cumulative Subject Exposure in Clinical Trials 


Cumulatively, 30,072 adult subjects were administered NUVAXOVID and 19,877 were 
administered placebo in the integrated pre-crossover (placebo controlled) safety analysis set. 
An additional 9,635 adult subjects were administered NUVAXOVID in the post-crossover 
periods. A total of 1,487 adolescent subjects were administered NUVAXOVID and 745 in 
the pre-crossover period. 


Subjects were exposed in the following clinical trials: 


e 2019nCoV-101 Part 1 

e 2019nCoV-101 Part 2 

e 2019nCoV-301 

e 2019nCoV-301 Adolescent Expansion 
e 2019nCoV-302 

e 2019nCoV-501 


4.2 Cumulative Exposure Data from Post-Authorization Experience 


Exposure data are derived from administration records and distribution data. Table 1 below 
lists regional sources of administration and distribution data, including cut-off dates. 
Administration data stratified by region are provided in Table 2. Distribution data are provided 
for all regions that received NUVAXOVID and COVOVAX, including some regions where 
administration data are also available. 


Table 1 Administration and Distribution Source Data by Country 


Country Administration Data Source Administration 
Data Cut-Off 
Date 


Distribution 
Data Cut-off 
Date 


Distribution 
Data Source 


Countries Included in O/E Analysis 

Australia? COVID19VaccineData@Health.gov. | 26-Jun-2022 Novavax 01-Jul-2022 
au Global Sales 

Canada? https://health- 30-Jun-2022° Novavax 01-Jul-2022 
infobase.canada.ca/covid- Global Sales 
19/vaccination-coverage/#a6 

EU? https://www.ecdc.europa.eu/en/publi | 30-Jun-2022° Novavax 01-Jul-2022 
cations-data/data-covid-19- Global Sales 
vaccination-eu-eea 
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Table 1 Administration and Distribution Source Data by Country 


Administration 
Data Cut-Off 
Date 


Administration Data Source 


Country 


Distribution 
Data Source 


Distribution 
Data Cut-off 
Date 


Japan? Takeda Pharmaceutical Company 30-Jun-2022 


Takeda 
Pharmaceutical 
Company 


01-Jul-2022 


New 
Zealand? 


New Zealand Ministry of Health (NZ | 31-May-2022 
MoH) provided by license partner 
(LP), Biocelect, via Biointelect 


Novavax 
Global Sales 


01-Jul-2022 


N/A 


Singapore** 


Countries Not Included in O/E Analysis 


Bangladesh” | http://103.247.238.92/webportal/page 
s/covid 1 9-vaccination-update.php 


Indonesia 


— 
Philippines? 


https://www.fda.gov.ph/list-of-fda- 
issued-emergency-use-authorisation/ 


Thailand N/A 

South Korea® | https://www.kdca.go.kr/board/board. 
es?mid=a20501020000&bid=0015&1 
ist_no=718699&cg_code=C0] &act= 
view&nPage=1 


30-Jun-2022 


UAE? N/A N/A Novavax 
Global Sales 

UK? Communication from Vaccine N/A Novavax 
Delivery Team Gov.UK/beis Global Sales 


N/A 


Abbreviations: Refer to List of Abbreviations. 


Novavax 
Global Sales 


SIIPL’s SSR 09 
(01-May-2022 
to 31-May- 
2022) 

SIIPL’s SSR 09 
(01-May-2022 
to 31-May- 
2022) 

SIIPL’s SSR 09 
(01-May-2022 
to 31-May- 
2022) 

SIIPL’s SSR 09 
(01-May-2022 
to 31-May- 
2022) 

SIIPL’s SSR 09 
(01-May-2022 
to 31-May- 
2022) 

SK Bio 
Distribution 


Data 


Novavax 
Global Sales 


01-Jul-2022 


N/A 


N/A 


N/A 


N/A 


N/A 


01-Jul-2022 


N/A 


N/A 


01-Jul-2022 


Note: Not Applicable (N/A) indicates source data was unavailable for a given territory or region. 


* NUVAXOVID 
> COVOVAX 


© Cut-off date is not reported by Canada and European Center for Disease Prevention and Control (ECDC). 


Date presented for Canada and EU in this table is the date of extraction. 
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Cumulatively, 1,071,963 NUVAXOVID doses were administered in Australia, Canada, EU, 
Japan, New Zealand, and South Korea and a total of 55,538,630 NVX-CoV2373 doses 
(46,318,630 NUVAXOVID and 9,220,000 COVOVAX doses) were distributed globally 
Table 2). 


a 


| 
~ 
Ss 
—=s 
@ 
bo 


Cumulative Exposure Data (Distributed and Administered) from Post- 
Authorisation Experience Presented by Region/LP 


Canada (NVX)> 6,815 3,238,100 
9,008,000 
3,641,380 
504,000 

South Korea (SK Bioscience)’ 2,334,760 
200,000 
|NUVAXOVIDTotal =| 1,071,963 | 46,318,630 
9,220,000 


Abbreviations: Refer to List of Abbreviations. 

Note: Data Sources and cut-off dates are presented in Table 1. 
4 Data presented as recorded. 

b’NUVAXOVID 

¢ COVOVAX 


ao 


METHODS 


5.1 Search Strategy 

5.1.1 Post-Authorization Data 
The global vaccine safety database was queried with the following broad Standardised 
MedDRA Queries (SMQs) to retrieve reports of tachycardia and other rhythm disorders with 
a DLP of 30 Jun 2022: 


e SMQ Arrhythmia related investigations, signs and symptoms 
e SMQ cardiac arrhythmia terms (incl bradyarrhythmias and tachyarrhythmias) 
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5.1.2 Clinical Studies 


Clinical trial data in the safety analysis set was searched with the above broad SMQs to 
retrieve possible reports of tachycardia and other rhythm disorders with a DLP for the 
respective studies of: Studies 2019nCoV-101 Part1 as of 28JUL2021 (MedDRA version 
24.0), 2019nCoV-101 Part2 as of 11JUN2021 (MedDRA version 24.0), 2019nCoV-302 as of 
27JUL2021 (MedDRA version 23.1), 2019nCoV-501 as of 270CT2021 (MedDRA version 
23.0), and 2019nCoV-301 as of 17FEB2022 (MedDRA version 24.0). 


5.2 Analysis Strategy 
5.2.1 Case Review 


All cases retrieved from post-authorization data were reviewed with a focus on cases that 
were serious due to criteria of hospitalization, disability and/or life-threatening. Cases 
involving myocarditis or pericarditis were excluded from further review as this AESI has 
been evaluated separately. 


5.2.2 Causality Assessment 


Cases with seriousness criteria of hospitalization, disability and/or life-threatening were 
reviewed at the case level and in aggregate for evidence of causality, including temporal 
association with NUVAXOVID administration and the presence of any alternative etiologies. 


6 RESULTS 
6.1 Analysis of Data from Clinical Studies 


The data received from clinical studies was assessed with the broad SMQs: 


e SMQ Arrhythmia related investigations, signs and symptoms 
e SMQ cardiac arrhythmia terms (incl bradyarrhythmias and tachyarrhythmias) 


During the pre-crossover period, 95 (0.32%) participants in the vaccine group reported events 
of cardiac arrythmias and 55 (0.28%) participants in the placebo group reported events of 
cardiac arrythmias (Table 3). During the post-crossover period, 10 (0.10%) participants in the 
vaccine group reported events of cardiac arrythmias and 20 (0.11%) of participants in the 
placebo group reported events of cardiac arrythmias (Table 4). The risk difference was not 
statistically significant during the pre- or post-crossover period. 


Table 3 Summary of Unsolicited Adverse Events for Cardiac Arrhythmias 
SMQs (broad) Reported in Pre-crossover Period Safety Analysis Set 
Placebo 


System Organ Class (n, %) (Vaccine - Placebo) 
Preferred Term (# of Subjects) N = 30072 N = 19877 (%, 95% CI) 


Any SMQs 95(0.32), (0.26, 0.39) | 55(0.28), (0.21, 0.36) 0.04 (-0.06, 0.13) 
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Table 3 Summary of Unsolicited Adverse Events for Cardiac Arrhythmias 
SMQs (broad) Reported in Pre-crossover Period Safety Analysis Set 


Vaccine Placebo Risk Difference 


System Organ Class (n, %) (n, %) (Vaccine - Placebo) 
Preferred Term (# of Subjects) N = 30072 N = 19877 (%, 95% CI) 


Syncope 14(0.07) 0.02 (-0.04, 0.07) 
Palpitations 8(0.04) 0.02 (-0.03, 0.06) 
Tachycardia 12(0.06) -0.02 (-0.07, 0.02) 
Atrial fibrillation 6 (0.03) 0.01 (-0.03, 0.04) 


Heart rate increased 9(0.03) 0 0.03 (0.01, 0.06) 
Bradycardia 6(0.02) 1(<0.01) 0.01 (-0.01, 0.04) 
Extrasystoles 4(0.01) 2(0.01) 0.00 (-0.02, 0.03) 


Cardiac arrest 

Ahi 

Sinus tachycardia 

Supraventricular tachycardia 0.01 (-0.01, 0.02) 
Atrioventricular block complete 2(0.01) -0.01 (-0.03, 0.01) 
Atrioventricular block first degree -0.00 (-0.03, 0.01) 
Heart rate decreased 0.00 (-0.02, 0.02) 
Heart rate irregular 0.00 (-0.02, 0.02) 
Sinus bradycardia 0.00 (-0.02, 0.02) 
Supraventricular extrasystoles 0.00 (-0.02, 0.02) 


Ventricular tachycardia . 0.00 (-0.02, 0.02) 
Atrial flutter 1(<0.01) 

Bundle branch block right 1(<0.01) 

Electrocardiogram QT prolonged 


Loss of consciousness 


Ventricular extrasystoles 


Note: Within-group CI is computed using Clopper-Pearson. CI for Risk Difference is based on Miettinen-Nurminen. 
SMQ version: 25.0. Included study data from 2019nCoV-101 Part as of 28JUL2021, 2019nCoV-101 Part2 as of 
11JUN2021, 2019nCoV-302 as of 27JUL2021, 2019nCoV-501 as of 270CT2021, and 2019nCoV-301 as of 17FEB2022. 
File Name: t16_SMQ_pre_crossover.rtf. Generated from t_smq_Cardiac_Arrhythmias_pre_crossover.sas 088AUG2022 
16:14 


Table 4 Summary of Unsolicited Adverse Events for Cardiac 
Arrhythmias SMQs (broad) Reported in Post-crossover Period 
Safety Analysis Set 


Vaccine Risk Difference 


System Organ Class (n, %) (n, %) (Vaccine - Placebo) 
Preferred Term (# of Subjects) N = 30072 N = 19877 (%, 95% CI) 


Any SMQs 10 (0.10), (0.05, 0.19) | 20 (0.11), (0.07, 0.17) 
Cardiac aes ZO) 
Bradycarda ro) 
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Palpitations 1 (0.01) 0 (0.00) 0.01 (0.01, 0.06) 
Supraventricular tachycardia 1 (0.01) 1 (<0.01) 0.00 (-0.02, 0.05) 
Tachycardia 1 (0.01) 4 (0.02) -0.01 (-0.05, 0.04) 


Arrhythmia 0 (0.00) 1 (<0.01) -0.01 (-0.03, 0.03) 
) 


( 
Atrial fibrillation 0 (0.00) 6 (0.03) -0.03 (-0.07, 0.01 


Atrial flutter 0 (0.00) 2 (0.01) -0.01 (-0.04, 0.03) 
Syncope 3 (0.03) 0 (0.00) 0.03 (0.01, 0.09) 


Heart rate irregular 1 (0.01) 0.00 (-0.02, 0.05) 


Heart rate increased 0 (0.00) -0.02 (-0.05, 0.02) 


Post-crossover period includes only studies 2019nCoV-301 and 2019nCoV-302. Note: Within-group CI is computed 
using Clopper-Pearson. CI for Risk Difference is based on Miettinen-Nurminen. SMQ version: 25.0. Included study data 
from 2019nCoV-302 as of 27JUL2021, and 2019nCoV-301 as of 17FEB2022. MedDRA version: 24.0 (2019nCoV-301), 
23.1 (2019nCoV-302). File Name: t16_SMQ_post_crossover.rtf. Generated from 
t_smq_Cardiac_Arrhythmias_post_crossover.sas O8AUG2022 15:22 


6.2 Analysis of Individual Case Safe Reports from Post Authorization 
Safety Database 


6.2.1 Overview of Cases Retrieved 


A total of 301 ICSRs were retrieved according to the search strategy specified above. Of 
these, 35 cases involving myocarditis or pericarditis were excluded from further review with 
266 ICSRs remaining. Of these 266 events, the majority were reported from Australia 
(44.0%) or Germany (38.3%) and 105 were serious. Of the 105 serious events, 20 were 
serious due to criteria of hospitalization, disability, or life threatening. Table 5 (report 
characteristics) ,Table 6 (time to onset), Table 7 (demographic data), and Table 8 (Case series) 
summarize details regarding tachycardia and other rhythm abnormalities. 


Table 5 Report Characteristics for Tachycardia and Other Rhythm Abnormalities 
(Independent of Myocarditis and Pericarditis) 


Number of Reports Percentage of Total 


Total Reports Retrieved (n) 301 100.0% 
Total Number of Reports Excluding ICSRs 


New Zealand 1 3.76% 
1.88% 


Austria 


with Myocarditis and/or Pericarditis 266 88.4% 
Australia 43.98% 
Country of German 38.35% 
Incidence Ital 5.64% 
(8 a 
0 
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Table 5 Report Characteristics for Tachycardia and Other Rhythm Abnormalities 
(Independent of Myocarditis and Pericarditis) 


France a ee 1.50% 
Netherlands 3 1.13% 
Greece 3 1.13% 
Ireland 2 0.75% 
Croatia 2 0.75% 
Finland 2 0.75% 
Japan 0.38% 
Hospitalisation 15.2% 
; Life threatening 1.0% 
Seriousness | Disaiiy 299% 
Other 15.2% 
IME Convention a ee 91.4% 
Palpitations 44.7% 
Tachycardia 36.5% 
Headache 32.7% 
Fatigue 26.3% 
Dizziness 25.2% 
Chest pain 23.7% 
Dyspnoea 20.7% 
Nausea 19.9% 
Myalgia 15.8% 
Pyrexia 14.7% 
Paraesthesia 12.8% 
Arthythmia 12.4% 
Associated PTs __|_Injection site pain 11.7% 
(n210 ICSRs)® | Malaise 11.7% 
Chills 10.5% 
Chest discomfort 10.5% 
Syncope 8.3% 
Pain in extremi 7.1% 
Limb discomfort 7.1% 
Asthenia 6.8% 
Hypertension 6.8% 
Arthralgia 6.4% 
Lymphadenopath 6.4% 
Heart rate increased 6.4% 
Rash 6.0% 
Diarrhoea 5.3% 
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Table 5 Report Characteristics for Tachycardia and Other Rhythm Abnormalities 
(Independent of Myocarditis and Pericarditis) 


Feeling hot 5.3% 
Influenza 4.9% 
Hypoaesthesia 4.5% 
Blood pressure increased 4.1% 
Injection site swelling 4.1% 
Confusional state 10 3.8% 
Lethargy 10 3.8% 
Event Outeame Not Recovered/Not Resolved 127 96.2% 
(as reported in | Recovering/Resolving 52 23.0% 
Initial Recovered/Resolved a ee 21.7% 
Report) (n=226)" 
Recovered with Sequelae 0.9% 


Abbreviations: Refer to List of Abbreviations. 

4ICSRs may meet more than one seriousness criterion. 

> A case may have more than one PT on this list 

° Event Latency and Event Outcome reflect the latency of the events in the SMQs used in the search strategy. 


Number of PTs* Number of ICSRs* Percentage of Total ICSRs 
(n=206) (n=164) (n-164) 
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Table 6 Summary of Time to Onset 


>15 


* PTs/cases with unknown TTO are excluded from this table, therefore the table does not include all ICSRs/PTs that were 
identified by the search strategy. 

’ Some cases have more than one PT that was pulled into the search strategy for “tachycardia and other rhythm disorders 
(excluding cases of myocarditis/pericarditis).” Therefore, the number of PTs can exceed the number of cases for a given TTO 
and one case can be represented by more than TTO. 


| 


Table 7 Demographics Characteristics for Reports of Tachycardia and Other Rhythm 


Abnormalities 
Number of Reports Percentage of Total Reports 
64 24.1% 


11-20 es: cory 0.4% 


5.6% 
6.4% 
4.5% 
2.6% 
1.9% 
0.4% 
1.5% 
0.8% 
74.8% 
0.8% 
6.8% 
13.9% 
18.4% 
15.8% 


| UNKGender | PH 
a Ce Yc, 
Pp si-go 
a: er ee es eee 


NVX-COV2373 Signal Evaluation Report 
NOVAVAX, Inc. Confidential Page 16 of 25 


NVX-COV2373 
NOVAVAX, Inc. 


Signal Evaluation Report 


Confidential 


Page 17 of 25 


Table 8 


Case Country 
Number Of 
Incidence 


Patient | Patient 


Age Sex 


Female 


PTs 


Dyspnoea 
exertional 
Dizziness 


Performance status 


decreased 


Lung consolidation 


Post-acute 
COVID-19 
syndrome 
Tachycardia 
Hypertension 
Headache 
Fatigue 
Myalgia 
Fatigue 
COVID-19 


immunisation 


Case Series for Tachycardia and Other Rhythm Abnormalities 


Event 
Seriousness 
Criteria - All 


Hospitalisation | 3 


A 46 year old female was vaccinated with primary dose 1. Medical 
history was reported as Comirnaty (tozinameran) and "grass, birch, 
shrimps.” No concomitant medications were reported. Four days after 
vaccination, the individual experienced headache, significant exertional 
dyspnoea, dizziness, exhaustion, revaccination with different covid-19 
vaccine, hypertension, performance status decreased, tiredness, Post- 
acute COVID-19 syndrome, consolidation of both lungs with reduced 
ventilation, hypertension, tachycardia, and muscle ache. The report 
indicated that there was "cardiology, lungs, COVID outpatient clinic, 
immunological outpatient clinic, treatment with beta blockers, strict 
physical rest until further notice, and that side effects continue, 
independently leaving the apartment is not possible. At the time of 
reporting, the event outcomes of Headache, Dyspnoea exertional, 
Dizziness, and Fatigue were not recovered/not resolved, COVID-19 
immunisation was unknown, Myalgia, Performance status decreased, 
Fatigue, Lung consolidation, Post-acute COVID-19 syndrome, 
Tachycardia, and Hypertension were not recovered/not resolved. 


Chest pain 
Asthenia 

Atrial flutter 
Palpitations 

Pain in extremity 
Fatigue 


Hospitalisation | 0 - 2 (TTO 
differs for 
different 
PTs 


A 22-year-old male was vaccinated with an unknown dose of 
Nuvaxovid. The individual experienced heart pain, heart fluttering, 
heart discomfort, heart palpitations, pain in armpit area, feeling tired, 
feeling weak, left wrist pain, left arm pain, and pain in left armpit area. 
He went to the Emergency Room and was possibly treated with 
Panadol and Nurofen. A chest x-ray, EKG, and blood test were 
performed (results are not available). 


Heart rate 
increased 
Blood pressure 
increased 
Dizziness 
Chills 


Arrhythmia 


Hospitalisation | 0 


Hospitalisation 


A male of an unspecified age received an unspecified dose of 
NUVAXOVID. Medical history and concomitant medications were not 
reported. One day after vaccination, the individual experienced pulse 
increased, light-headedness, blood pressure increased and chills. He 
was hospitalised. At the time of reporting, the events of heart rate 
increased, chills, blood pressure increased, and dizziness were not 
recovered/not resolved. 


A male of an unspecified age received an unspecified dose of 
Nuvaxovid. Shortly after vaccination, the individual experienced 
arrhythmia and was hospitalised. No medical history was reported. At 
the time of reporting, the event outcome of Arrhythmia was not 
recovered/not resolved. 
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Table 8 


Case Country | Patient 
Number Of Age 
Incidence 
38 


Years 


Dyspnoea 
Chest discomfort 
Palpitations 


Case Series for Tachycardia and Other Rhythm Abnormalities 


Patient 
Sex 


Event 
Seriousness 
Criteria - All 


Hospitalisation 


Case Summary 


A 38-year-old male was vaccinated with primary dose 1 of Nuvaxovid. 
The individual had a medical history of mite allergy. The individual 
experienced muscle aches one day post-vaccination, noticeable 
heartbeat and shortness of breath two days post-vaccination, and 
tightness in chest, and shortness of breath three days post-vaccination. 
On Days 4 to 6 post-vaccination the individual reported that symptoms 
become intermittently stronger and weaker, with stabbing pain in his 
chest. 


Male 
Female 
Male 


Blood pressure 
increased, 
Arrhythmia, 
Dizziness, Visual 
impairment, 
Headache, Fatigue, 
Nausea 


Hospitalisation 


Hospitalisation 


A female of 33 years was vaccinated with Nuvaxovid. Two days after 
vaccination, the individual experienced blood pressure increased 
(168/122 mmHg), headache, arrhythmia, nausea, tiredness, visual 
disturbance and light headedness, and was hospitalised. The following 
day the blood pressure was normal, lightheadedness and nausea mild. 
At the time of reporting, the event outcomes of blood pressure 
increased, headache, arrhythmia, dizziness, fatigue, visual impairment 
and nausea were recovering/resolving. 


A 44-year-old male with a history of high blood pressure and loss of 
consciousness received Nuvaxovid. No concomitant medications were 
reported. Twelve days after vaccination, the individual experienced 
cardiac syncope, and was hospitalised. The prior episode of loss of 
consciousness was unprovoked on the breakfast table, preceded by a 
feeling of dizziness the night before, and 2 days after the loss of 
consciousness at sleep. The event outcome of Syncope was unknown. 


Tachycardia, 
Sensory 
disturbance, 
Axillary pain, 
Palpitations, 
Fatigue, 
Vaccination site 
pain 
Paraesthesia, 
Paraesthesia, 
Tachycardia, 
Hypoaesthesia, 


Hospitalisation 


Hospitalisation 


A 57-year-old female with history of gluten sensitivity, food allergy 
(pineapple) and breast cancer (2018-2019) was vaccinated with 
NUVAXOVID. No concomitant medications were reported. Two days 
after vaccination, the individual was hospitalized due to tiredness, 
floppy, pulling and pain under the armpit on the vaccinated side, and 
tachycardia. At the time of reporting, the events were not recovered/not 
resolved. 


A 32-year-old female with history of fibromyalgia, ill-defined disorder, 
lipoedema, "CVI" and seasonal allergy (hay fever), received 
NUVAXOVID. Twenty-one days after vaccination, the individual 
experienced pain in arm, tingling, blood pressure increased (183/100), 
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Table 8 


Case Country 
Number Of 
Incidence 


Patient 


Sex 


PTs 


Blood pressure 
increased, Pain in 
extremity 


Case Series for Tachycardia and Other Rhythm Abnormalities 


Patient 
Age 


TTO 
(Days) 


Event 
Seriousness 
Criteria - All 


Case Summary 


tachycardia, numbness, and paraesthesia. She was hospitalized in 


cardiologic neurologic departments. At the time of reporting, the 
outcome of the events was not recovered/not resolved 


Headache, Pyrexia, 
Malaise, Fatigue, 
Myalgia, 
Dizziness, 
Diarrhoea, Pain, 
Diarrhoea, 
Dizziness, Chest 
pain, Dyspnoea, 
Breast pain, 
Tachycardia, 
Vaccination site 
discolouration, 


33 Male Feeling abnormal, | Hospitalisation | 11 A 33-year-old male with amoxicillin allergy received Nuvaxovid. No 
Years Palpitations, tisk factors or concomitant medications were reported. Eleven days 
Apathy, Sleep after vaccination, the individual experienced lack of drive (PT: 
disorder, Apathy), restless sleep; permanent drowsiness, at times very strong 
Paraesthesia, (PT: Sleep disorder), feeling dazed (PT: Feeling abnormal) (Serious: 
Tremor, Hospitalization), tingling in the feet (PT: Paraesthesia), tachycardia 
Disturbance in (PT: Palpitations) (Serious: Hospitalization), difficulty concentrating 
attention, (PT: Disturbance in attention), dizziness (PT: Dizziness), mostly 
Dizziness, Fatigue exhausted (PT: Fatigue) and shaky hands (PT: Tremor). At the time of 
reporting, the event outcomes of apathy, sleep disorder, feeling 
abnormal, paraesthesia, Tremor, Disturbance in attention, Dizziness, 
Fatigue and Palpitations were not recovered/not resolved. 
HS 58 Male Atrial fibrillation Hospitalisation | 0 A male of 58 years, who had previous Nuvaxovid vaccine without 
Years adverse events received NUVAXOVID. After vaccination, the 
individual experienced atrial fibrillation (PT: Atrial fibrillation) 
(Serious: Hospitalization and Medically Significant). Relevant lab tests 
included: Electrocardiogram (Result: No resulted reported; unspecified 
date). At the time of reporting, the event outcome of Atrial fibrillation 
was recovered/resolved, and event stop date was 06-APR-2022 
my | 24 Female | Angina pectoris, Hospitalisation | 4 A 24-year-old female was vaccinated with primary dose 1 of 
Years Dizziness, Chills, Nuvaxovid on an unspecified date. The individual had previously 


participated in a non-Novavax study, SafeVac 2.0. On 06-MAR-2022, 
after vaccination, the individual experienced injection site swelling, 
malaise, dizziness, injection site swelling, injection site pain, headache, 
diarrhoea, injection site itching, injection site pain, fatigue, headache, 
and general body pain. On 08-Mar-2022, the individual experienced 
malaise, nausea, pyrexia, dizziness, cardiac pain, diarrhoea, injection 
site swelling, injection site pain, fatigue, chest pain, headache, and 
swollen lymph nodes. On 10-Mar-2022, the individual experienced 
breast pain, injection site swelling, malaise, vaccination site 
discolouration, breathing difficult, arthralgia, dizziness, axillary lymph 
nodes enlarged, myalgia, fatigue, headache, cardiac pain, tachycardia, 
lymph nodes cervical swollen, and injection site pain. On 18-Mar-2022, 
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Table 8 Case Series for Tachycardia and Other Rhythm Abnormalities 


Country | Patient | Patient | PTs Event Case Summary 
Of Age Sex Seriousness 
Incidence Criteria - All 


Dizziness, the individual experienced headache, dizziness, fatigue, myalgia, 
Injection site malaise, pyrexia, and chills. At the time of reporting, all events were 
pruritus, not recovered/not resolved. 
Lymphadenopathy, 

Lymphadenopathy, 

Lymphadenopathy, 

Injection site 

swelling, Injection 

site pain, 

Headache, 

Injection site pain, 

Malaise, Injection 

site swelling, 

Headache, 

Malaise, Malaise, 

Fatigue, Fatigue, 

Injection site pain, 

Injection site 

swelling, Pyrexia, 

Nausea, Malaise, 

Headache, Fatigue, 

Arthralgia, 

Headache, 

Myalgia, Injection 

site swelling, 

Malaise, Injection 

site pain, Fatigue 


S| 42 Female | Circulatory Hospitalisation | 3 A 42-year-old female experienced headache, circulatory collapse, 
Years collapse, tachycardia, cold sweat, visual disturbance, unconsciousness, erythema 
Tachycardia, annulare and tinnitus 3 days after vaccination with Nuvaxovid. Medical 
Tinnitus, Visual history and concomitant medications were not reported. All events 
impairment, Loss were recovered/resolved at the time of reporting. 
of consciousness, 
Erythema 


annulare, Cold 
sweat, Headache 
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Table 8 Case Series for Tachycardia and Other Rhythm Abnormalities 


Patient | Patient | PTs Event TTO Case Summary 
Age Sex Seriousness (Days) 
Criteria - All 


Case 
Number 


Country 
Of 
Incidence 


an 39 Female | Vaccination site Hospitalisation A 39-year-old female experienced vaccination site haematoma, 

Years haematoma, exercise tolerance decreased, exercise-induced palpitations, asthenia, 
Exercise tolerance arrhythmia, revaccination with different COVID 19 vaccine, confusion, 
decreased, light periods, pyrexia, headache, flu-like symptoms, sinus node 
Asthenia, dysfunction, dyspnea, pulmonary pain, tachycardia, fatigue and 
Arrhythmia, myokymia | day after she was vaccinated with Nuvaxovid and was 
COVID-19 hospitalized on an unspecified date. No medical history was reported. 
immunisation, Concomitants medications included Nasonex (mometasone furoate 
Confusional state, monohydrate) nasal spray, suspension, Caprilon (tranexamic acid) 
Hypomenorrhoea, tablet as necessary and Burana (Ibuprofen) film-coated tablet as 
Sinus node necessary. At the time of reporting, the events were not recovered/not 
dysfunction, resolved. 

Dyspnoea, 
Pulmonary pain, 
Tachycardia, 
Myokymia, 
Palpitations, 


Influenza like 
illness, Pyrexia, 
Headache, Fatigue 


53 Female | Arrhythmia, Chest | Life A 53-year-old female of 53 years was vaccinated with Nuvaxovid 
Years pain, Back pain, threatening (reported as "second dose") on 23-Mar-2022. Medical history included 
Parosmia intracranial aneurysm (twice), hypertension, and tobacco user. The 


individual was previously vaccinated with Sinopharm in Siberia. Post- 
vaccination, on the same day, the individual experienced, arrhythmia, 
severe back pain, and severe chest pain. One day post-vaccination, the 
individual experienced permanent intense “dysosmia (blood - mold)”. 
The source documentation presented conflicting information on 
whether the arrhythmia, chest pain, and back pain had resolved four 
days post-vaccination. 


42 Female | Pain, Dizziness, Hospitalisation | 0 A 42-year-old female was vaccinated with primary dose 1 of 

Years Cold sweat, Chest Nuvaxovid on 20-Apr-2022. Medical history was reported as post- 
pain, Neck pain, acute COVID-19 syndrome, tobacco user (2002), uterine leiomyoma, 
Tachycardia, Chest ovarian cyst, COVID-19 (12-Jun-2021), and thyroid mass. No 
pain, Back pain, concomitant medications were reported. On 20-Apr-2022, after 


Dyspnoea, Sleep vaccination, the individual experienced pain in skull, dizziness, cold 
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Table 8 Case Series for Tachycardia and Other Rhythm Abnormalities 


Case Country | Patient | Patient | PTs Event TTO Case Summary 
Number Of Age Sex Seriousness (Days) 
Incidence Criteria - All 


disorder, sweat, sharp chest pain, and neck pain left for 2 hours and tachycardia. 
Respiration On 21-Apr-2022, the individual experienced breathing difficulty, back 
abnormal, pain, injection site swelling, fever 38 degree Celsius, and chest pain. 
Migraine, Sleep On 22-Apr-2022, the individual experienced sleeping for 26 hours 
disorder, Ear pain, continuously. On 24-Apr-2022, the individual experienced migraine, 
Lymph node pain, abnormal breathing, nausea, extreme fatigue, feverish, and sleeping for 
Lymphadenopathy, over 12 hours. On 26-Apr-2022, the individual experienced axillary 
Lymphadenopathy, and inguinal lymph nodes pain, axillary lymph nodes enlarged, inguinal 
Injection site lymph nodes enlarged, and left ear pain. At the time of reporting all 
swelling, Pyrexia, events were resolved or recovering/resolving. 
Fatigue, Nausea, 
Pyrexia 
Adult Female | Monoplegia, Disability UNK A female of an unspecified age was vaccinated with intramuscular 
Bradycardia, Nuvaxovid. On 11 Mar 2022 she experienced muscular pains, asthenia, 
Asthenia, Stiff arm paralysis, bone pain, “fatigability,” vertigo, bradychardia, and stiff 
tongue, Vertigo, tongue. The outcome of all events is unknown. 
Bone pain, 
Myalgia, Fatigue 
| | Adult Female | Nystagmus, Hospitalisation | 0 A female of an unspecified age was vaccinated with intramuscular 
Syncope, Rash Nuvaxovid. Shortly after administration of the vaccine, the patient lost 
consciousness: she collapsed on the.ground and presented with 
nystagmus, foaming at the mouth and skin erythema spread to her face. 
After administrating in the vaccination site of Trimeton and Bentelan 4 
mg IM the patient presented as alert, eupnoic and oriented. 
| | Adult Female | Taste disorder, Disability 2 A female of unspecified age was vaccinated with Nuvaxovid. Two days 
Asthenia, Vertigo, after vaccination she experienced weakness, vertigo, palpitations, 
Palpitations, tachycardia, taste alteration, generalized muscle aches, and shakiness. 
Tremor, At the time of reporting the outcome of all events was not 
Tachycardia, recovered/not resolved. 
Myalgia 
| | 40 Female | Stifftongue, Bone | Disability 1 A 40-year-old female was vaccinated with intramuscular Nuvaxovid. 
Years pain, Monoplegia, Medical history was reported as urticaria and allergies to ibuprofen, 
Bradycardia, capsaicin, dust mites, and pecan nuts. Two days after vaccination she 
Asthenia, experienced stiff tongue, fatigability, bone pain, muscular paints, 
Hypoaesthesia, vertigo, bradycardia, asthenia, hypesthesia, paresthesia, arm paralysis, 


Paraesthesia, urticaria, and ecchymosis. At the time of reporting, the outcome of all 
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Table 8 Case Series for Tachycardia and Other Rhythm Abnormalities 


Case ome Patient | Patient | PTs Event TTO Case Summary 
Number Age Sex Seriousness (Days) 
Tess Criteria - All 


Vertigo, events was be Lab tests performed included doppler 
Ecchymosis, echocardiography (no result), CBC (no result), EKG (no result) and 
Urticaria, Fatigue, blood LDH (235 IU). 

Myalgia 
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7 DISCUSSION AND CONCLUSION 


The possible etiologies and any association between NUVAXOVID and cardiac arrhythmias 
has not been established. Clinical trial events were balanced across treatment groups in the 
pre-crossover and post-crossover study periods. The cumulative review of post- 
authorization data suggest no apparent patterns or trends that would identify specific 
diagnoses; the cases are confounded by concurrent events, some of which may relate to listed 
events including hypersensitivity or vaccination anxiety-related events or other topics under 
review such as myocarditis/pericarditis. 


8 SAFETY REVIEW TEAM DISPOSITION 


On 09 Aug 2022, the Safety Review Team concluded that the signal of cardiac arrythmia is 
refuted. 
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1. INTRODUCTION 


This signal evaluation report (SER) addendum provides additional analysis on the refuted safety 
signal of tachycardia and other rhythm disorders in association with the administration of 
NUVAXOVID™ COVID-19 Vaccine (recombinant, adjuvanted) (NVX-CoV2373; hereafter 
referred to as NUVAXOVID) based on the information available to Novavax, Inc. (NVX). 


As noted in the SER dated 09-Jul-2022, the SRT concluded that the signal of cardiac arrythmia 
was refuted. This SER addendum is in response to the request received 29-Aug-2022 from 
PRAC pursuant to EMA PRAC Assessment Report for SSR #06 (period covering 01-Jul-2022 
to 31-Jul-2022) The request was as follows: “TTO for the majority of reports (app. 70 %) was 0- 
1-day post vaccination. The analysis of the CT data did not account for this short TTO and 
should be repeated considering multiple time windows including TTOs of 0-1 day, 0-5 days. A 
more detailed characterization of CT case reports concerning duration of AE and outcome would 
be appreciated.” 


2. METHODS 


Clinical trial data in the safety analysis set was searched with the below broad SMQs to retrieve 
possible reports of tachycardia and other rhythm disorders. The search included all data from DO 
to D5 after any dose in the pre-crossover group for all subjects in Studies 2019nCoV-101 Part1 
as of 28JUL2021 (MedDRA version 24.0), 2019nCoV-101 Part2 as of 11JUN2021 (MedDRA 
version 24.0), 2019nCoV-302 as of 27JUL2021 (MedDRA version 23.1), 2019nCoV-501 as of 
270CT2021 (MedDRA version 23.0), and 2019nCoV-301 as of 17FEB2022 (MedDRA version 
24.0). Post-crossover data included studies 2019nCoV-302 and 2019nCoV-301 only. 


e SMQ Arrhythmia related investigations, signs and symptoms 
e SMQ cardiac arrhythmia terms (incl bradyarrhythmias and tachyarrhythmias) 


3. RESULTS 


Cardiac arrhythmia and Arrythmia related investigations in the clinical trial database in the pre- 
crossover group within one day and 5 days of any dose are summarized in Tables 1a and 1b, 
respectively. Cardiac arrhythmia and arrythmia related investigations in the clinical trial database 
in the post-crossover group within one day and 5 days of any dose are summarized in Tables 2a 
and 2b, respectively. 


There were a total of 37 events within 5 days of vaccine pre-crossover and post-crossover (n=24 
vaccine; n=13 placebo). In the active vaccine group, the majority 17 (71.3%) events had an 
outcome of “Recovered/Resolved”, the outcome of 6 (25%) events were considered “Not 
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Recovered/Not Resolved” and 1(0.04%) event was considered “Recovered/Resolved with 
sequelae”. One event was fatal; this event of cardiac arrest occurred in the placebo group. 


Clinical Trials Pre-Crossover data 
Table 1a Summary of Arrhythmia Related Investigations (SMQ) or Cardiac Arrhythmia Terms 
(SMQ) within 1 Day of Vaccination (either dose) Pre-Crossover 
Vaccine Placebo Risk Difference 


System Organ Class (n, %, 95% CI) (n, %, 95% CI) (Vaccine - Placebo) 
Preferred Term (# of | N = 30072 N = 19877 (%, 95% Cl) 
Subjects 

Any unsolicited AEs 13 (0.04), (0.02, 0.07) | 1 (<0.01), (0.00, 0.03) | 0.03 (0.01, 0.05) 


2a (a2) 


100% NRVINRV NA 

0.00 (0.00, 0.09) 

100% R/R 
block first degree 

a 


3 (<0.01), (0.00, 0.03) | 0 (0.00), (0.00, 0.02) —_| 0.01 (-0.00, 0.02) 
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Heart rate increased | 3 (<0.01) 0 (0.00) 0.01 (-0.00, 0.02) 
Duration of events Range from 1d to 29d: N/A N/A 


ave= 10.7 days (n=3) 


ure ee UAE RR 


eee Sani wie eR (0.00, 0.03) aap eae (0.00, 0.02) 0.01 Ee 0.02) 
disorders 


3 (<0.01) 0 (0.00) 0.01 (-0.00, 0.02) 
Id (n=3) 
100% R/R 


Note: Risk difference and its Confidence Intervals (CIs) are computed from Mantel-Haenszel Standardized Risk Estimates and 
95% normal confidence limits with the stratification by study, while individual group statistics are not adjusted by strata. 
Included study data from 2019nCoV-101 Part1 as of 28JUL2021, 2019nCoV-101 Part2 as of 11JUN2021, 2019nCoV-302 as of 
27JUL2021, 2019nCoV-501 as of 270CT2021, and 2019nCoV-301 as of 17FEB2022. 

MedDRA version: 24.0 (2019nCoV-101 Part 1, 2019nCoV-101 Part 2, and 2019nCoV-301), 23.1 (2019nCoV-302), and 23.0 
(2019nCoV-501) 

File Name: t10_arrythmia_pre01.rtf. Generated from t_unsol_sum_sub.sas 02SEP2022 11:47 

Abbreviation: Recovered/Resolved (R/R); Not Recovered/Not Resolved (NRV/NRV); Recovering/Resolving (RV/RV); Not 
Reported (NR); Day(d) 


Table 1b Summary of Arrhythmia Related Investigations (SMQ) or Cardiac Arrhythmia Terms 
SS Q) within 5 Day of Vaccination (either dose) Pre-Crossover 


a Placebo Risk Difference 
Saeco Organ Class n, %, 95% a (n, %, 95% CI) (Vaccine - Placebo) 


Preferred Term (# of a 30072 N = 19877 (%, 95% CI) 
Subjects) 

ee unsolicited AEs 17 ——ere 06), (0.03, 0.09) | 3 (0.02), (0.00, 0.04) 0.03 (0.00, 0.06) 
Ee disorders 10 a 03), (0.02, 0.06) 3 (0.02), (0.00, 0.04) 0.01 (-0.01, 0.04) 
| Palpitations = | Palpitations —s_ [3 (<0.01) 0 (0.00) 0.01 (-0.00, 0.02) 


Duration of events Range from 1d to 2d; N/A N/A 
avg= 1.7 days (n=3) 


Outcome oF events 
a 
Duration of events Range from 1d to 2d; N/A N/A 

avg= 1.7 days (n=3) 

WA NA 

NA N/A 

100% NRV/NRV N/A N/A 


Duration of events N/A 
100% NRV/NRV on NRV/NRV N/A 


T (<0.01) 0 (0.00) 0.00 (0.00, 0.01) 
NA NIA 
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Outcome of events 100% NRV/NRV N/A N/A 

Sinus bradycardia 1 (<0.01) 0 (0.00) 0.00 (-0.00, 0.01) 
Duration of events ld N/A N/A 

Outcome of events 100% R/R N/A N/A 

Sinus tachycardia 1 (<0.01) 0 (0.00) 0.00 (-0.00, 0.01) 


Duration of events 


18d 


N/A 


N/A 


Outcome of events 


100% R/R 


N/A 


N/A 


Atrioventricular block 
first degree 
Duration of events 


0 (0.00) 


N/A 


1 (<0.01) 


NR 


-0.01 (-0.02, 0.01) 


Outcome of events 


100% NRV/NRV 


Cardiac arrest 


Duration of events 
Outcome of events 


Investigations 


Heart rate increased 


1 (<0.01) 


100% Fatal 


-0.01 (-0.02, 0.01) 


Duration of events Range from 1d to 29d; 
avg= 8.3 days (n=4) 


4 (0.01), (0.00, 0.03) 0 (0.00), (0.00, 0.02) 0.01 (0.00, 0.02) 
disorders 


4 (0.01) 0 (0.00) 0.01 (0.00, 0.02) 
7596 RIR; 25% RS 


Note: Risk difference and its Confidence Intervals (CIs) are computed from Mantel-Haenszel Standardized Risk Estimates and 
95% normal confidence limits with the stratification by study, while individual group statistics are not adjusted by strata. 
Included study data from 2019nCoV-101 Part1 as of 28JUL2021, 2019nCoV-101 Part2 as of 11JUN2021, 2019nCoV-302 as of 
27JUL2021, 2019nCoV-501 as of 270CT2021, and 2019nCoV-301 as of 17FEB2022. 

MedDRA version: 24.0 (2019nCoV-101 Part 1, 2019nCoV-101 Part 2, and 2019nCoV-301), 23.1 (2019nCoV-302), and 23.0 
(2019nCoV-501) 

File Name: t10_arrythmia_pre01.rtf. Generated from t_unsol_sum_sub.sas 02SEP2022 11:47 

Abbreviation: Recovered/Resolved (R/R); Not Recovered/Not Resolved (NRV/NRV); Recovering/Resolving (RV/RV); Not 
Reported (NR); Day(d), Recovered/Resolved with Sequelae (RS) 


Clinical Trials Post-crossover data 
Table 2a Summary of Arrhythmia Related Investigations (SMQ) or Cardiac Arrhythmia Terms 
SMQ) within 1 Day of Vaccination (either dose) Post-Crossover 


Vaccine Placebo Risk Difference 
System Organ Class (n, %, 95% CI) (n, %, 95% CI) (Vaccine - Placebo) 


N = 18581 (%, 95% CI) 


Preferred Term (# of | N = 9635 
Subjects) 
Any unsolicited AEs 4 (0.04), (0.01, 0.11) 8 (0.04), (0.02, 0.08) 0.01 (-0.04, 0.06) 


Cardiac disorders 


2 (0.02), (0.00, 0.07) 5 (0.03), (0.01, 0.06) -0.00 (-0.04, 0.04) 
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Bradycardia 1 (0.01) 2 (0.01) 0.00 (-0.02, 0.03) 
Duration of events NR NR (n=1),1 d (n=1) N/A 

Outcome of events 100% NRV/NRV 50% RV/RV, 50% R/R | N/A 

Tachycardia 1 (0.01) 0 (0.00) 0.01 (-0.01, 0.03) 
Duration of events NR N/A N/A 


Outcome of events 


100% NRV/NRV 


N/A 


N/A 


Arrhythmia 


0 (0.00) 


1 (<0.01) 


-0.00 (-0.01, 0.00) 


Duration of events 
Outcome of events 


N/A 
N/A 


64d 
100% R/R 


N/A 
N/A 


Atrial fibrillation 


2 (0.01) 


-0.01 (-0.02, 0.00) 


Duration of events 


Duration of events 


Outcome of events 


2 (0.02) 


Range from 1d to 2d; 
avg= 1.5 days (n=2) 


0 (0.00) 


/A 
N/A 


21 d (n=1), NR (n=1) 
50% R/R; 50% 


NRV/NRV 


N. 1 d (n=1),22 d (n=1), 
NR (n=1); avg=11.5 
days (n=2) 


67% R/R, 33% 
NRV/NRV 


N/A 


N/A 


Note: Risk difference and its Confidence Intervals (CIs) are computed from Mantel-Haenszel Standardized Risk Estimates and 
95% normal confidence limits with the stratification by study, while individual group statistics are not adjusted by strata. 
Included study data from 2019nCoV-101 Part1 as of 28JUL2021, 2019nCoV-101 Part2 as of 11JUN2021, 2019nCoV-302 as of 
27JUL2021, 2019nCoV-501 as of 270CT2021, and 2019nCoV-301 as of 17FEB2022. 
MedDRA version: 24.0 (2019nCoV-101 Part 1, 2019nCoV-101 Part 2, and 2019nCoV-301), 23.1 (2019nCoV-302), and 23.0 


(2019nCoV-501) 
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Abbreviation: Recovered/Resolved (R/R); Not Recovered/Not Resolved (NRV/NRV); Recovering/Resolving (RV/RV); Not 


Reported (NR); Day(d) 


Table 2b Summary of Arrhythmia Related Investigations (SMQ) or Cardiac Arrhythmia Terms 
within 5 Day of Vaccination (either dose) Post-Crossover 
Vaccine 


System Organ Class (n, %, 95% CI) 


SMQ 


Preferred Term (# of ewes so 
Subjects) 


Placebo 
(n, %, 95% CI) 
N = 18581 


Risk Difference 
(Vaccine - Placebo) 
(%, 95% CI) 


Any unsolicited AEs 5 (0.05), (0.02, 0.12) 10 (0.05), (0.03, 0.10) | 0.01 (-0.05, 0.07) 


[Nuvaxovid] Signal Evaluation Report 
NOVAVAX, Inc. Confidential Page 7 of 9 


Cardiac disorders 3 (0.03), (0.01, 0.09) 7 (0.04), (0.02, 0.08) 0.00 (-0.05, 0.05) 
Duration of events NR Gay 1 d (n=1) N/A 
Outcome of events 100% NRV/NRV 50% RV/RV, 50% R/R | N/A 


Supraventricular 1 (0.01) 0 (0.00) 0.01 (-0.01, 0.03) 
tachycardia 
Duration of events NR N/A 


Outcome of events 100% NRV/NRV N/A 

Tachycardia 1 (0.01) 1 (<0.01) 0.01 (-0.02, 0.03) 
Duration of events NR NR N/A 

Outcome of events 100% NRV/NRV 100% NRV/NRV N/A 


ee 0 : 00) 1 (<0.01) -0.00 (-0.01, 0.00) 
[Duratonoferens [WA «GNA 


Atrial fibrillation 0 os 00) 3 (0.02) -0.01 —— 0.03, 0.00) 


| Duration of events of events [NA si d, NR (n=2) 


a of events ——_—_— RIR, 33% 
NRV/NRV, 33% 
ee 


Rexam 0 oO (0.00, 0.07) See! (0.00, 0.02) eee 0.05) 
disorders 
Sinemre: 2007) “ eee 0.05) 


avg= 1.5 days (n=2 


| Outcome of events of events 100% }100%R/R 


0 (0.00), (0.00, 0.04) 3 (0.02), (0.00, 0.05) -0.01 (-0.03, 0.00) 


0 (0.00) 3 (0.02) oe 0.00) 


Duration of events N/A 1 d (n=1), 22 d (n=1), 
NR (n=1); avg=11.5 
days (n=2) 


NRV/NRV 


Note: Risk difference and its Confidence Intervals (CIs) are computed from Mantel-Haenszel Standardized Risk Estimates and 
95% normal confidence limits with the stratification by study, while individual group statistics are not adjusted by strata. 
Included study data from 2019nCoV-101 Part1 as of 28JUL2021, 2019nCoV-101 Part2 as of 11JUN2021, 2019nCoV-302 as of 
27JUL2021, 2019nCoV-501 as of 270CT2021, and 2019nCoV-301 as of 17FEB2022. 

MedDRA version: 24.0 (2019nCoV-101 Part 1, 2019nCoV-101 Part 2, and 2019nCoV-301), 23.1 (2019nCoV-302), and 23.0 
(2019nCoV-501) 

File Name: t10_arrythmia_pre01.rtf. Generated from t_unsol_sum_sub.sas 02SEP2022 11:47 
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Abbreviation: Recovered/Resolved (R/R); Not Recovered/Not Resolved (NRV/NRV); Recovering/Resolving (RV/RV); Not 
Reported (NR); Day(d) 


4, ANALYSIS 


The events retrieved by the search strategies detailed above were of low incidence for the time 
windows examined and there were no clinically meaningful or statistically significant differences 
between active vaccine and placebo groups in terms of frequency of events. 


Most retrieved events had a duration of 1-2 days in both the placebo and vaccine groups in pre- 
and post-crossover periods, with a range of event duration from 1 day to 29 days, except for one 
event in a post-crossover placebo subject, which had a duration of 64 days. 


5. CONCLUSION: 


The additional analysis does not change the conclusion of the initial SER dated 05-Aug-2022; a 
causal association between Nuvaxovid and tachycardia and rhythm disorders remains not 
supported. 


[Nuvaxovid] Signal Evaluation Report 
NOVAVAX, Inc. Confidential Page 9 of 


Marketing Authorization Holder: 
(NOVAVAX, Inc.) 


Electronic signature approval(s) signifies that the approver approves this document as 
acceptable, accurate, and complete. 


DESCRIPTION — | NAME/ TITLE ‘SIGNATURE / DATE 
APPROVED BY: DocuSigned by: 


APPROVED BY: DocuSigned by: 


NOVAVAX Periodic Benefit-Risk Evaluation Report, Version No. 02 


COVID-19 Vaccine (NVX-CoV2373) Reporting Interval: 20-Jun-2022 to 19-Dec-2022 
Novavax Confidential Page 781 


APPENDIX 23: SIGNAL EVALUATION REPORT FOR ACUTE CORONARY SYNDROME 
ASSOCIATED WITH ALLERGIC REACTION 


3 @ 
«” ®. 


novavax: 


Mid 


SAFETY SIGNAL EVALUATION REPORT FOR 


Acute Coronary Syndrome Associated with Allergic Reaction with Use of 
NUVAXOVID™ DISPERSION FOR INJECTION COVID-19 VACCINE 
(RECOMBINANT, ADJUVANTED) (NVX-COV2373) 


Date of Report: 08 Sep 2022 


THIS DOCUMENT IS CONFIDENTIAL 


Any information presented in this document shall be treated as confidential and shall remain the 
property of NOVAVAX. The use of such confidential information must be restricted to the use of the 
recipient for the agreed purpose and must not be disclosed, published or communicated to any 
unauthorized persons, in any form, for whatever purpose without the written consent of NOVAVAX. 


Signal Evaluation Report 


NVX-COV2373 
NOVAVAX, Inc. Confidential Page 2 of 13 


Marketing Authorization Holder: 
(NOVAVAX, Inc.) 


Electronic signature approval(s) signifies that the approver approves this document as 
acceptable, accurate, and complete. 


PTION _|NAME/TITLE _ 
PREPARED BY: 


Author, mz 


APPROVED BY: 


DocuSigned by: 


APPROVED BY: 


NVX-COV2373 Signal Evaluation Report 


NOVAVAX, Inc. Confidential Page 3 of 13 
Table of Contents 
DSC OL A DLO VACUO IIS sj cdissis codsshanceetcosownesesbacserdaedersesnoss caseasoncyeudansdonsduscesusvansguusccaeivessuctexeeedasvanes 5 
i TIN PRODUCTION socncassaccossssscastacsscceaeathasansnassanestacocoasietncoastosssanauosibenaesconinsussoceasessbenceae 6 
2 SOURCE OF THE SIGNAL  scjstscesainccssecsivestescicessooniesassorastdecencusdendaissoceeaascasesecsascereued 6 
3 BACK GROUND esscssssscncnaisssietidecsiedsssecsascdustsnakedi ssinsesdhcadcsccssenslsasusachsdesiacudssacectsseverains 6 
3.1 Background Related to Acute Coronary Syndrome Associated with Allergic 
PR ACU ODN cash cee ctetac antec ceca cea eet cttw ct pte cdettaatoacuatadsdSes gent dsususaed vac bageiarcetehd ianseereavaaiees 6 
Di, MgO IND a 5 osc ecto ePevelse date corneandstn Ie ease seenyeditaccakeeateis beans sede eaeeuete Guana gece 2. 
4 EXPOSURE DATA ss cisssscanstcscssdcsnssicnssscsdandenssaiaasunisadicvestentisadssiatutedsasdedeacoiavenssovedsidesotn’ 7 
4.1 Cumulative Subject Exposure in Clinical Trials............ccccssccssscssssesssecseecsseeseneeees 7 
4.2 Cumulative Exposure Data from Post-Authorization Experience .............::scceeee 7 
5 IPE PODS piss ceseice ste detdicits ccntcsansestandasbabliconseusnstosaaansmanesubvitieutdandvaasncsstactubentaikuaasees 10 
Bod. \WGATC MSU ALCL Y cis foadectsancdasencasissnkcasuscenscesededan pes eccaeeansaeesanteeavaneanvan nemianateaieeoratiode 10 
D1. 1. “PostAuthorization Data saticusciisiexsocincolncaesenpaaiarvoas edveuwwiaseaionapineies 10 
DelZ:- ACHMIGAL SUM 8 seasedevereatiseosstacvwierdlervernes lavugepianwanravda oa naumacan aan 10 
BD ANALYSIS: SULALO EY ¥.c: tactesiecervessadeesbeassazepincds aa Od osaaase ae ets ale Dusen aiTe 10 
Sica. CASS REVIEW jicscicesistatiatnsamnnaatiesteouttudidsnatiaunhanniameunaieniras 10 
D.2.2. Calisality A SSESSIIENL «5.ciissnnarisisernivassoesasassaeteaecesvndeaotieeeaessaranmemanaans 10 
6 FRESWET SS wiicsssssiicessascasceccsusneteaueastesiuscssssateccussspasssenuedesleuaceshatvecbarsidsausbisatasuesssancanaeue’ 10 
6.1 Analysis of Data from Clinical Studies..............ccscsscscscsessesceesecsecssecsaecsecsaeenees 10 
6.2 Analysis of Individual Case Safe Reports from Post Authorization Safety 
TEMA ASS soe eis pean ih cashes ta acesecacuue Sansascuabos avai ruerenudteetdecunct oaeiara tec aue, 11 
Giz), “Overview OL Cases Remieved ios, cicicaintackeentateents cases Nassanasttariem etnies 11 
7 DISCUSSION AND CONCLUSION essscs: isicscssascsassatctsaseuictsecessatetonstpiaceensoncstucodaute 11 


8 REFERENCES cicecacessishessinsnscsccnssuisenssacsnaccoesesdencedeocecusevusseeeestasnsodensssuessodsassossnosesosvosie 12 


NVX-COV2373 Signal Evaluation Report 


NOVAVAX, Inc. Confidential Page 4 of 13 
List of Tables 
Table 1: Administration and Distribution Source Data by Country.........ccccscocscecoccsececees 8 


Table 2: Cumulative Exposure Data (Distributed and Administered) from Post- 
Authorisation Experience Presented by Region/LP.........ccccccccesssccscesensessccccsencee 9 


NVX-COV2373 Signal Evaluation Report 
NOVAVAX, Inc. Confidential Page 5 of 13 


LIST OF ABBREVIATIONS 


MedDRA Medical Dictionary for Regulatory Activities 


Not applicable 


AE 
DLP 
LP 
Product Information 
UNK 


NVX-COV2373 Signal Evaluation Report 
NOVAVAX, Inc. Confidential Page 6 of 13 


1 INTRODUCTION 


This signal evaluation report provides a detailed analysis on the validated safety signal of 
acute coronary syndrome associated with allergic reaction in association with the 
administration of NUVAXOVID™ COVID-19 Vaccine (recombinant, adjuvanted) 
(NVX-CoV2373; hereafter referred to as NUVAXOVID) based on the information available 
to Novavax, Inc. (NVX). 


NUVAXOVID is a recombinant, adjuvanted protein vaccine indicated for active immunisation 
to prevent Coronavirus Disease-19 (COVID-19) caused by Severe Acute Respiratory 
Syndrome Coronavirus 2 (SARS-CoV-2) in individuals aged 18 years of age and older 
(authorised as COVOVAX in India and Thailand for ages > 12). Further details on the 
mechanism of action, indications, pharmaceutical form(s), and instructions for use are 
presented in the Company Core Data Sheet (CCDS). The International Birth Date (IBD) of 
NUVAXOVID is 20-Dec-2021 in the European Union (EU). 


2 SOURCE OF THE SIGNAL 


A signal of acute coronary syndrome (ACS) associated with allergic reaction was validated 
on 27-Jul-2022 after a request was received from Japan PMDA. 


To evaluate and further characterize this signal, a comprehensive review of the safety data 
relevant to acute coronary syndrome associated with allergic reaction from clinical trials and 
the post-marketing safety database was performed. 


3 BACKGROUND 


3.1 Background Related to Acute Coronary Syndrome Associated with Allergic 
Reaction 


Acute coronary syndrome that is mediated by an allergic reaction is known as Kounis 
syndrome.! Kounis syndrome is attributed to mast cell degranulation and subsequent release 
of inflammatory mediators, such as histamine and neutral proteases, including chymase, 
tryptase, heparin and cathepsin-D.” There are three main variants of Kounis syndrome: *? 


e Type I: Patients with normal coronary arteries, and no predisposing factors, 
experiencing coronary artery spasm, which may or may not be accompanied by an 
increase in cardiac enzymes and troponins. 

e Type II: Patients with pre-existing atheromatous disease experiencing coronary artery 
spasm with plaque erosion or rupture (acute myocardial infarction) 

e Type III: Coronary artery stent thrombosis 


These cardiac events are often accompanied by symptoms of allergic reaction, such as skin 
rash, hives and wheezes, and ~25% of patients have a history of allergic reaction. Depending 
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on the Kounis variant and patient presentation, both the allergic reaction and the ACS may 
require treatment. 


There have been isolated case reports of ACS post-COVID-19 vaccination. Two patients 
vaccinated with their first dose of mRNA-1273 (Moderna) experienced acute myocardial 
infarction within 24 hours of vaccination.* No symptoms of allergic reactions were reported, 
although it was suggested that these events may have been due to Kounis syndrome. ° 
Additional reports included a 64-year-old man who experienced early stent thrombosis 15 
minutes after receiving BNT162b1 mRNA COVID-19 vaccine (Pfizer), a 41-year-old female 
who was diagnosed with Type I Kounis syndrome after receiving the CoronaVac (SinoVac) 
vaccine, and a 62-year-old woman who experienced myocardial infarction shortly after 
receiving AZD1222, among additional reports.°”*? Notably, there is heterogeneity in the 
identity/type of COVID-19 vaccine associated with the isolated case reports.” 


3.2 Labeling 


Acute coronary syndrome associated with allergic reaction is not a labeled event as per the 
CCDS v6.0. 


4 EXPOSURE DATA 


4.1 Cumulative Subject Exposure in Clinical Trials 


Cumulatively, 30,075 adult subjects were administered NUVAXOVID and 19,875 were 
administered placebo in the integrated analysis set. 


Subjects were exposed in the following clinical trials: 

e 2019nCoV-101 Part 1 

e 2019nCoV-101 Part 2 

e 2019nCoV-301 

e 2019nCoV-301 Adolescent Expansion 

e 2019nCoV-302 

e 2019nCoV-501 
4.2. Cumulative Exposure Data from Post-Authorization Experience 
Exposure data are derived from administration records and distribution data. Table 1 below 
lists regional sources of administration and distribution data, including cut-off dates. 
Administration data stratified by region are provided in Table 2. Distribution data are provided 


for all regions that received NUVAXOVID and COVOVAX, including some regions where 
administration data are also available. 
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Cumulatively, 1,308,869 NUVAXOVID doses were administered in Australia, Canada, EU, 
Japan, New Zealand, and South Korea, Switzerland, and Taiwan and a total of 
68,250,090 NVX-CoV2373 doses (58,953,390 NUVAXOVID and 9,296,700 COVOVAX 
doses) were distributed globally (Table 2). 


Table 1: Administration and Distribution Source Data by Country 


Administration Data Source Administration Distribution Data Distribution 
Data Cut-Off Source Data Cut-off 
Date Date 


Country 


Countries Included in O/E Analysis 


Australia* COVID19VaccineData@Health.gov. | 31-Jul-2022 Novavax Global Sales | 31-Jul-2022 
au 


Canada* https://health- 31-Jul-2022° Novavax Global Sales | 31-Jul-2022 
infobase.canada.ca/covid- 
19/vaccination-coverage/#a6 


EU? https://www.ecdc.europa.eu/en/publi | 31-Jul-2022° Novavax Global Sales | 31-Jul-2022 
cations-data/data-covid-19- 


vaccination-eu-eea 


: Takeda Pharmaceutical Company 24-Jul-2022 Takeda Pharmaceutical | 31-Jul-2022 
Company 


New Zealand Ministry of Health (NZ | 31-Jul-2022 Novavax Global Sales | 31-Jul-2022 
MoH) provided by license partner 
(LP), Biocelect, via Biointelect 


Singapore* 
Countries Not Included in O/E Analysis 
Bangladesh’ | http://103.247.238.92/webportal/page 


Zealand? 


Z| op 
z 
> 


Novavax Global Sales 31-Jul-2022 


SIIPL’s SSR 11 N/A 
(01-Jul-2022 to 31-Jul- 

2022) 

SIIPL’s SSR 11 N/A 
(01-Jul-2022 to 31-Jul- 

2022) 


s/covid1 9-vaccination-update.php 


India® N/A 01-Aug-2022 


z 
> 


Indonesia” N/A N/A SIIPL’s SSR 11 N/A 
(01-Jul-2022 to 31-Jul- 
2022) 
Novavax Global Sales _| 31-Jul-2022 


https://www.fda.gov.ph/list-of- 


z 
> 


SIIPL’s SSR 11 N/A 
fda-issued-emergency-use- (01-Jul-2022 to 31-Jul- 
authorisation/ ayee 

Thailand? =| N/A N/A SIIPL’s SSR 11 N/A 


(01-Jul-2022 to 31-Jul- 
2022) 


SK Bio Distribution 31-Jul-2022 
Data 


Philippines? 


South Korea* 31-Jul-2022 


https://www.kdca.go.kr/board/ 
board.es?mid=a20501020000& 


bid=0015&list_no=718699&cg 
_code=C01 &act=view&nPage 
=] 
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Table 1: Administration and Distribution Source Data by Country 


Administration Distribution Data Distribution 
Data Cut-Off Source Data Cut-off 
Date Date 


Novavax Global Sales | N/A 
Delivery Team Gov.UK/beis 
https://opendata.swiss/en/dataset/covi Novavax Distribution 31-Jul-2022 
d-19-schweiz Department 


Taiwan CDC 14-Jul-2022 Novavax Global Sales _ | 31-Jul-2022 
cdc.gov Novavax Global Sales | 31-Jul-2022 


Note: Not Applicable (N/A) indicates source data was unavailable for a given territory or region. 

2 NUVAXOVID 

’ COVOVAX 

© Cut-off date is not reported by Canada and European Center for Disease Prevention and Control (ECDC). Date presented for 
Canada and EU in this table is the date of extraction. 


Table 2: Cumulative Exposure Data (Distributed and Administered) from Post- 
Authorisation Experience Presented by Region/LP 


Region / LP 
Australia (Biocelect Pty Ltd.)? 
Canada (NVX)? 
EU (NVX) 
India (SHPLY 
Indonesia (SIIPL.)* 
Israel (Medicalix/Freyr) 
Japan (Takeda) 
New Zealand (Biocelect New Zealand Ltd.)> 
Singapore (PharmaEng Technology Pte Ltd) 
South Korea (SK Bioscience) 
Switzerland (NVX)! 
Taiwan (NVX) 


Note: Data Sources and cut-off dates are presented in Table 1 
4 Data presented as recorded. 


>’ NUVAXOVID 
° COVOVAX 
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5 METHODS 


5.1 Search Strategy 
5.1.1 Post-Authorization Data 


A cumulative search of the ARGUS post-authorization safety database was performed with 
the following search strategy based on Standardised MedDRA Queries (SMQs) with a DLP 
of 19 Aug 2022. Only ICSRs that had AEs in both SMQs were retrieved for this analysis: 


e SMQ (broad) Ischaemic heart disease 
e SMQ (broad) Hypersensitivity 


5.1.2 Clinical Studies 


The clinical trial database was reviewed with the same search strategy as the post- 
authorization data. The search included unblinded data from Day 0 to 49 from Studies 
2019nCoV-101 Part as of 28JUL2021 (MedDRA version 24.0), 2019nCoV-101 Part2 as of 
11JUN2021 (MedDRA version 24.0), 2019nCoV-302 as of 27JUL2021 (MedDRA version 
23.1), 2019nCoV-501 as of 270CT2021 (MedDRA version 23.0), and 2019nCoV-301 as of 
17FEB2022 (MedDRA version 24.0). In the Pre-Crossover phase, this analysis included N= 
30072 vaccine recipients, and N=19877 placebo recipients, and in the Post-Crossover phase, 
N= 9635 vaccine recipients and N= 18581 placebo recipients. 


5.2 Analysis Strategy 
5.2.1 Case Review 
The single ICSR retrieved from post-authorization data was reviewed. 
5.2.2 Causality Assessment 
The ICSR retrieved from post-authorization data was reviewed for evidence of causality, 
including temporal association with NUVAXOVID administration and the presence of any 
alternative etiologies. 
6 RESULTS 
6.1 Analysis of Data from Clinical Studies 


Review of the clinical trial database as per the prespecified search strategy retrieved no 
ICSRs. 
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6.2 Analysis of Individual Case Safe Reports from Post Authorization 


Safety Database 
6.2.1 Overview of Cases Retrieved 


Cumulatively, there was 1 ICSR retrieved of potential ACS associated with allergic reaction. 


Case PT/Verbatim/Seriousness | TTO Brief Summary 
Number Criteria (Days) 


Angina pectoris (Pain left 
of the heart), Tachycardia 
(Heart racing 5 min after 
vaccination), Asthma 
(Asthmatic complaints), 


Dyspnoea (Asthmatic 
complaints), Headache 
(Nightly headaches after 
the first vaccination on 
03.03.22; nightly headache 
until 04.03.22); medically- 
significant 


0-3 


A 64-year-old-male from JJ with reported 
medical history of asthma (allergic bronchial asthma 
since childhood), which is treated with heat treatment 
via a hot water bottle on the left breast, food allergy, 
mite allergy and seasonal allergy (pollen and grass) 
and concomitant medications of magnesium 1 tablet 
per day, blood pressure-lowering tea, salt inhalation 
and hot inhalation experienced tachycardia 5 min 
after vaccination, nightly headaches after the first 
vaccination, and asthmatic complaints 3 days after 
receiving NUVAXOVID (dose 1). The outcome of 
all events was recovered-resolved. 


7 DISCUSSION AND CONCLUSION 


Overall, findings of this cumulative review suggest no apparent patterns or trends that would 
indicate a causal association between acute coronary syndrome associated with allergic 
reactions and administration of NUVAXOVID. 
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APPENDIX 24: SIGNAL EVALUATION REPORT FOR SYNCOPE 


novavax: 


COVID-19 Vaccine (Recombinant, Adjuvanted) (NVX-COV2373) 


Main Brand Names: NUVAXOVID™ 


SIGNAL EVALUATION REPORT: Syncope 


Date of Report: 08-Sep-2022 


THIS DOCUMENT IS CONFIDENTIAL 


Any information presented in this document shall be treated as confidential and shall remain the property of 
NOVAVAX. The use of such confidential information must be restricted to the use of the recipient for the agreed 
purpose and must not be disclosed, published or communicated to any unauthorized persons, in any form, for 
whatever purpose without the written consent of NOVAVAX. 
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1 INTRODUCTION 


Pursuant to a comment received from PRAC referencing the signal evaluation of dizziness, 
NVX expanded the review to include all cumulative reports of syncope (in addition to those 
reports with co-reported dizziness). Reference is made to the following: 


"The PRAC Rapporteur Assessment. It is acknowledged that MAH will provide signal evaluation for 
dizziness in the next SSR. Please present more detailed information concerning TTO of dizziness 
including duration of the event and related AEs (Syncope, Hypersensitivity).” 


2 WORLDWIDE MARKET AUTHORIZATION STATUS 


On 20-Dec-2021, the first marketing authorization (MA) for Nuvaxovid was granted in the 
European Union which is considered to be the International Birthdate (IBD). 


3. CURRENT LABELING 


Current US PI (FDA)/ Full EUA Prescribing Information includes: “Syncope (fainting) may 
occur in association with administration of injectable vaccines. Procedures should be in place 
to avoid injury from fainting.” 


Current EU SmPC includes: “Anxiety-related reactions, including vasovagal reactions 
(syncope), hyperventilation, or stress- related reactions may occur in association with 
vaccination as a psychogenic response to the needle injection. It is important that precautions 
are in place to avoid injury from fainting.” 


4 BACKGROUND 


Syncope after vaccination has been documented for a number of vaccines and occurs most 
commonly among adolescents.’ Rates of syncope following HPV vaccination range from 1.7 
to 7.8 cases per 100,000 doses.*” Among older adults, an analysis of over 1 million doses of 
recombinant zoster vaccination using MarketScan data reported syncope incidence of 10.2 
cases per 100,000 doses,® while reported rates of syncope following PCV13 and PPSV23 
vaccination using the Vaccine Safety Datalink were 7.0 and 32.2 cases per 100,000, 
respectively.® Investigations of adverse events using passive surveillance via VAERS have 
consistently identified lower rates of post-vaccination syncope, reporting 0.13 cases per 
100,000 doses of TDaP”” and 0.85 cases per 100,000 doses of trivalent influenza vaccination 
among children." 


Syncope has also been reported after COVID-19 vaccination. A cluster of 64 syncope cases 
was reported from five mass vaccination sites in 2021 in the US among 8,624 Janssen 
COVID-19 vaccine recipients. !? In addition, between March 2—April 11, 2021, the VAERS 
reported syncope at a rate 8.2 episodes per 100,000 doses of Janssen COVID-19 vaccine”? 
Syncope is also reported after mRNA COVID-19 vaccination, around 7.2 cases per 100,000 
doses of Moderna vaccine in Japan’? and 32 cases per 100,000 doses of BNT162B2 in Saudi 
Arab.'4 Overall, syncope is a reported side effect of nearly all vaccines, and reporting rates 
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following COVID-19 vaccines (7.2 — 32 cases per 100,000 doses) appear similar to rates 
reported for other vaccines (1.7 — 32.2 cases per 100,000 doses). 


5 METHODS 


5.1 Objective of Evaluation 


Cumulative reports of syncope were reviewed qualitatively and quantitatively for consistency 
with current labeling. 


5.2 Search Strategy 
5.2.1 Clinical Studies Data 


Clinical trial data was queried for MedDRA PT: Syncope, Loss of consciousness, Circulatory 
collapse, and Unresponsive to stimuli. 


The Clinical Trial data included Integrated Safety Summary (ISS) data from studies 2019nCoV- 
101 Part 1 as of 28-Jul-2021, 2019nCoV-101 Part 2 as of 11-Jun-2021 using MedDRA version 
24.0, 2019nCoV-302 as of 27-Jul-2021 using MedDRA 23.1, 2019nCoV- 501 as of 27-Oct- 
2021 and using MedDRA version 23.0 and 2019nCoV-301 as of 17-Feb-2022 using 
MedDRA version 24.0. Post-crossover analyses utilizes data from 2019nCoV-301 and 
2019nCoV-302 only. 


5.2.2 Post Market Data 


The global vaccine safety database was queried for cumulative ICSRs using the prespecified 
search strategy for Syncope; MedDRA PT of Syncope, Loss of consciousness, Circulatory 
collapse, Unresponsive to stimuli; MedDRA v25.0; Cumulative to 09-Aug-2022. 


6 RESULTS 
6.1 Clinical Studies Data Analysis 


Reports of Syncope (PT) are summarized in Table 1 and Table 2 below. Overall, a low 
incidence of syncope was reported within 0-1, 0-5 and 0-14 days of immunization for both 
the pre- and post-crossover periods. In the pre-crossover group 3 events of syncope occurred 
within 0-1 day of vaccination and in the post-crossover group, 2 events of syncope occurred 
within 0-1 day of vaccination. A small numeric risk difference was observed between 
vaccine and placebo arms in the pre-crossover period which was not statistically significant 
for the 0-1- and 0-14-day time windows. No PTs of Loss of consciousness, Circulatory 
collapse, or Unresponsive to stimuli were reported. 
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Table 1 Clinical Trials: Pre-crossover period - Frequency of Subjects Reporting 
MedDRA PT of Syncope 


ine 
System Organ Class n, %) (n, %, 95% CI) (Vaccine - Placebo) 
Preferred Term ee "30072 N = 19877 (%, 95% CI) 


Within 0-1 day of vaccination 


5 (001 2009 0.01 (000.002) 


Within 0. attest of vaccination 


Note: Risk difference and its Confidence Intervals (CIs) are computed from Mantel-Haenszel Standardized Risk Estimates 
and 95% normal confidence limits with the stratification by study, while individual group statistics are not adjusted by 
strata. 


Included study data from 2019nCoV-101 Part1 as of 28JUL2021, 2019nCoV-101 Part2 as of 11JUN2021, 2019nCoV-302 
as of 27JUL2021, 2019nCoV-501 as of 270CT2021, and 2019nCoV-301 as of 17FEB2022. 


MedDRA version: 24.0 (2019nCoV-101 Part 1, 2019nCoV-101 Part 2, and 2019nCoV-301), 23.1 (2019nCoV-302), and 
23.0 (2019nCoV-501) 


File Name: t10_syncope_pre14.rtf. Generated from t_unsol_sum_sub.sas 02SEP2022 11:47 
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Table 2 Clinical Trial: Post -crossover period - Frequency of Subjects Reporting 
MedDRA PT of Syncope 


System Organ Class (n, %, 95% CI) (Vaccine - Placebo) 
Preferred Term N = 19877 (%, 95% CI) 


Within 0-1 day of vaccination 


Nervous System Disorders 


0.02 (-0.01, 0.05) 


0 (0.00) 0.02 (-0.01, 0.05) 
2003 0009 0.02 (001,005 


Note: Risk difference and its Confidence Intervals (CIs) are computed from Mantel-Haenszel Standardized Risk Estimates 
and 95% normal confidence limits with the stratification by study, while individual group statistics are not adjusted by 
strata. 


Included study data from 2019nCoV-101 Part1 as of 28JUL2021, 2019nCoV-101 Part2 as of 11JUN2021, 2019nCoV-302 
as of 27JUL2021, 2019nCoV-501 as of 270CT2021, and 2019nCoV-301 as of 17FEB2022. 


MedDRA version: 24.0 (2019nCoV-101 Part 1, 2019nCoV-101 Part 2, and 2019nCoV-301), 23.1 (2019nCoV-302), and 
23.0 (2019nCoV-501) 


File Name: t10_syncope_post14.rtf. Generated from t_unsol_sum_sub_post_crossover.sas 02SEP2022 12:45 


6.2 Post Market Data Analysis 


Cumulatively as of 09-Aug-2022, 41 ICSRs were reported which identified a total of 44 AEs. 
A summary of these ICSRs characteristics and demographics are presented in Table 3 and 
Table 4. 
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All AEs were designated serious by IME Convention. and 6 out of 44 AEs involved 
hospitalization. One AE was considered life-threatening [ae ees, and 
involved a 44-year-old male from J who experienced unprovoked syncope for a few 
minutes 10 days after receiving Nuvaxovid (primary dose 1). Diagnostic tests were 
unremarkable, treatment was not reported, and outcome for both events was not resolved at the 
time of the initial report. 


The ICSR reporting frequency per region for PT of Syncope is presented in Table 5. 


The most frequently co-reported PTs were Nausea (34%), Dizziness (29%), Headache (27%) 
and are further presented in Table 6. 


A cumulative and more detailed case series of all ICSR retrieved for Syncope are presented in 
Table 7. 


Table 3 Syncope Events Report Characteristics (Cumulative) 


Report Characteristics 
Syncope: PT: Syncope, Loss of consciousness, Circulatory collapse, Unresponsive to stimuli; MedDRA v25.0 
Cumulative to 09-Aug-2022 
a % 
i 100 
Report Origin (N=41) Australia 16 39 
Germany 10 24 
Italy 3 7 
New Zealand 3 7 
France 2 5 
Austria 2 5 
Netherlands 1 2 
Japan 1 2 
Croatia 1 2 
Finland 1 2 
Greece 1 2 
Seriousness (N=44) Total Serious AEs 44 100 
e IME Convention (Medically Significant) 44 100 
e Hospitalization 6 15 
e LT 1 2 
e _Disabili 1 2 
0 0 
MedDRA Preferred Terms 44 100 
(N=44) 27 66 
12 29 
4 10 
1 2 
Event latency (N=44) 20 45 
30 68 
2 45 
Over 10 days 2 45 
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Unknown 23 
Event Treatment (N=41) Water and a lollypop 2 


raising, Cortisone (celestamine) 


Hydration therapy through infusion, passive leg 


Trimeton and Bentelan 


Event Outcome at initial Resolved 


Increase to normal blood pressure medication 


reporting (N=44) Unknown 
Resolving 
Not Resolved 
Percentages are based on N defined for each parameter. 


Table 4 Syncope Events Demographics (Cumulative) 
Demographics 


Cumulative to 09-Aug-2022 
All Reports 
Age Groups 
Female 
< 20 
20-29 
30-39 
40-49 
50-59 
260 
Adult 
Unknown 
Male 
< 20 
20-29 
30-39 
40-49 
50-59 
260 
Adult 
Unknown 
Percentages are based on N defined for each parameter. 


PT: Syncope, Loss of consciousness, Circulatory collapse, Unresponsive to stimuli - MedDRA v25.0 


0% of Total 


— 
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Table 5 ICSR Reporting Rates by Region for PT of Syncope (Cumulative) 


Syncope: PT of Syncope; MedDRA v25.0; Cumulative to 09-Aug-2022 
Exposure/ Distribution data for NUVAXOVID Summarized on 18Aug2022 


ICSR 
Count 


Region 


Australia 


Exposure (Doses administered) 


205,903 


Reporting Rate* 
5.34 


EU 
New Zealand 


All Regions 


321,222 
5,173 
532,298 


4.05 


5.07 


“The Reporting rate was calculated per 100,000 doses administered. 


Table 6 Co-reported PTs for ICSRs of Syncope, Loss of Consciousness, Circulatory 
Collapse, and Unresponsive to Stimuli (Cumulative) 


Co-reported PTs with cases of Syncope, Loss of consciousness, Circulatory collapse, Unresponsive to stimuli; 

MedDRA v25.0; Cumulative to 09-Aug-2022 

Co-reported Preferred Terms n>3 % 

Nausea 4 
Dizziness 12 
Headache r 
Dyspnoea 5 
Paraesthesia 5 
Myalgia 5 
Fatigue 5 
Feeling abnormal 5 
Chills 5 
Pyrexia 4 
Tachycardia E 
Cardiovascular disorder 4 
Vomiting 4 10% 

Visual impairment : 
Hyperhidrosis : 
Tinnitus 3 
Rash 3 
Muscular weakness 3 
Asthenia 3 
Seizure 3 
Injection site pain 3 
Malaise 3 
Confusional state 3 
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Table 7 ICSR Case Series of Syncope Events (Cumulative) 


PT/Verbatim/Seriousness Brief Summary 
ae Criteria Da 


Syncope/faint; MS A male of unknown age from HE with no 
reported medical history and concomitant medications 
Hyperhidrosis/ sweating experienced a medically significant event of faint 
attack/NS (syncope) one day after receiving Nuvaxovid 10 
ug/mL (primary dose 1). Non-serious event of 
sweating attack (hyperhidrosis). No diagnostic tests 
were reported. The treatment was unknown, and the 
outcome of the events were resolved. 
Syncope/ collapse/MS A 64-year-old male from HE with medical history 
of Comirnaty (tozinameran), Hypertension, 
Tachyarrhythmia/ arrhythmia + Prostatectomy, COVID-19, Urinary tract infection, 
tachycardia/ MS Bladder instillation procedure, Limb discomfort, 
Atrial flutter/ hemodynamically Lithotripsy, Nephrolithiasis, Nocturia and Urinary 
relevant [tachycardia] atrial retention and concomitant medications of Daflon 
flutters/ MS (diosmin, hesperidin), levofloxacin, tamsulosin 
Blood pressure decreased/low hydrochloride, chondroitin sulfate sodium, amlodipine 
blood pressure/ MS besilate, olmesartan medoxomil, and pantoprazole 

Syncope/ collapse/MS sodium sesquihydrate, experienced medically 

COVID-19 immunisation/ significant events of arrhythmia + tachycardia 
revaccination with different (Tachyarrhythmia), hemodynamically relevant 

COVID-19 vaccine/ NS [tachycardia] atrial flutters (Atrial flutter), low blood 

pressure (Blood pressure decreased), and collapse 
(Syncope) 5 days after receiving Nuvaxovid 10 
ug/mL (primary dose 1). Non-serious event of 
COVID-19 immunisation (Revaccination with 

different COVID-19 vaccine). Relevant diagnostics 

tests included: SARS-CoV-2 test (Result: 

negative). The treatment was unknown, and the 

outcome of the events were unknown, the event of 

atrial flutter was resolved. 

Syncope/ syncope/MS An 18-year-old female from HE with no 
reported medical history and concomitant medications 
experienced a medically significant event of syncope 

(Syncope) after receiving Nuvaxovid 10 ug/mL 
(unspecified primary dose) on an unspecified date. No 
diagnostic tests were reported. The treatment was 
unknown, and the outcome of the event was resolved. 

Syncope/ syncope/ MS A 40-year-old female from HE with no reported 

medical history and concomitant medications 

Vomiting/ vomiting/ H experienced medically significant event of syncope 

Confusional state/ confusional (Syncope) one day after receiving Nuvaxovid 10 

state/ NS ug/mL (unspecified primary dose), and 7 days later 
Dizziness/ dizziness/ NS experienced vomiting (Vomiting) and was 

Chills/ chills/ NS hospitalisied. Non-serious events of confusional state 

Nausea/ nausea/NS (Confusional state), dizziness (Dizziness), chills 
(Chills), and nausea (Nausea) were also reported. No 

diagnostic tests were reported. The treatment was 

unknown, and the events were resolving. 


Syncope/syncope/ MS A 27-year-old female from HEE with medical 
history of Mild symptoms of suspected postural 
orthostatic tachycardia syndrome, allergic to 
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Concomitant disease aggravated/ 


concomitant disease 
ageravated/ MS 
Muscular weakness/ muscular 
weakness/ MS 
Musculoskeletal stiffness/ 
musculoskeletal stiffness/ MS 
Nausea/nausea/ MS 
Tachycardia/ tachycardia/ MS 
Hyperhidrosis/ Hyperhidrosis/ 
NS 


Syncope/syncope/ MS 


Dizziness/dizziness/ NS 
Hypotension/hypotension/ NS 
Headache/headache/ NS 
Myalgia/myalgia/ NS 
Pyrexia/pyrexia/NS 


Syncope/syncope/ MS 


Dyspnoea/dyspnoea/ NS 
Vision blurred/vision 
blurred/NS 


Syncope/syncope/ MS 


Feeling abnormal/feeling 
abnormal/ NS 
Feeling hot/feeling hot/ NS 
Sars-cov-2 test positive/sars- 
cov-2 test positive)/ NS 
Thirst/thirst/NS 


Loss of consciousness/ loss of 
consciousness/ MS 


Nausea/nausea/NS 
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erythromycin and no concomitant medications 
experienced concomitant disease aggravated 
(Concomitant disease aggravated), muscular 
weakness (Muscular weakness), musculoskeletal 
stiffness (Musculoskeletal stiffness), nausea (Nausea), 
syncope (Syncope), tachycardia (Tachycardia) anda 
non-serious event of hyperhidrosis (Hyperhidrosis) 
one day after receiving Nuvaxovid 10 ug/mL 
(unspecified dose) and was hospitalized. Diagnostic 
tests included an ECG, blood tests and a CT scan 
which all came back normal. The treatment was 
unknown, and the outcome of the event of muscular 
weakness was resolving, the events of hyperhidrosis, 
musculoskeletal stiffness, nausea and syncope were 
recovered and at the time of reporting, the outcome of 
tachycardia and concomitant disease aggravated was 
noted as unresolved. 

A 26-year-old male from HE with no reported 
medical history and concomitant medications 
experienced medically significant event of Syncope 
(syncope) and non-serious events of dizziness 
(Dizziness), headache (Headache), hypotension 
(Hypotension), myalgia (Myalgia), pyrexia (Pyrexia) 
on an unspecified date after receiving Nuvaxovid 10 
ug/mL (unspecified primary dose). No diagnostic tests 
were reported. The treatment was unknown, and the 

events were resolving. 

A 23-year-old female from HEE with no reported 
medical history and concomitant medications 
experienced a medically significant event of syncope 
(Syncope) and non-serious events of dyspnoea 
(Dyspnoea) and vision blurred (Vision blurred) after 
receiving Nuvaxovid 10 ug/mL (unspecified primary 
dose) on an unspecified date. No diagnostic tests were 
reported. The treatment was unknown, and the 
outcome of the event was resolved. 

A 30-year-old male from HE with no reported 
medical history and concomitant medications 
experienced a medically significant event of syncope 
(Syncope) and non-serious events of feeling abnormal 
(Feeling abnormal), feeling hot (Feeling hot), sars- 
cov-2 test positive (SARS-CoV-2 test positive), and 
thirst (Thirst) after receiving Nuvaxovid 10 ug/mL 
(unspecified primary dose) on an unspecified date. 
Diagnostic testing included SARS-CoV-2 test (Result: 
positive). The treatment was unknown, and the 
outcome of the events were resolving. 

A 59-year-old female from HE with no reported 
medical history and concomitant medications 
experienced a medically significant event of loss of 
consciousness (Loss of consciousness) and non- 
serious event of nausea (Nausea) on the same day she 
received Nuvaxovid 10 ug/mL (unspecified primary 
dose). No diagnostic tests were reported. The 
treatment was unknown, and the outcome of the 
events were resolved. 
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Syncope/syncope/ MS 


Confusional state/ confusional 
state/MS 
Diarrhoea/diarrhoea/MS 
Fatigue/fatigue/MS 
Injection site pain/injection site 
pain/MS 
Malaise/malaise/MS 
Nausea/nausea/MS 
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A 45-year-old female from HE with no reported 
medical history and concomitant medications 
experienced a medically significant events of 

confusional state (Confusional state), diarrhoea 
(Diarrhoea), fatigue (Fatigue), injection site pain 
(Injection site pain), malaise (Malaise), nausea 
(Nausea) and syncope (Syncope). on the same day she 
received Nuvaxovid 10 ug/mL (unspecified primary 
dose). No diagnostic tests were reported. The 
treatment was unknown, and the outcome of the event 
diarrhoea was resolved and the remaining events at 
the time of reporting were noted as unresolved. 


Syncope/syncope/MS 


Ecchymosis/ecchymosis/NS 
Petechiae/petechiae/ NS 


Unresponsive to stimuli/ 
unresponsive to stimuli/MS 


Myalgia/ myalgia/NS 
Dizziness/ dizziness/NS 
Vomiting/ vomiting/ NS 


Loss of consciousness/ loss of 
consciousness/MS 


Paraesthesia/ paraesthesia/NS 
Dizziness/ dizziness/NS 


Syncope/syncope/MS 


Chills/chills/NS 
Pain/pain/NS 
Injection site reaction/injection 
site reaction/NS 
Lethargy/lethargy/NS 
Headache/headache/NS 


A 44-year-old female from HE with no reported 
medical history and concomitant medications 
experienced a medically significant event of syncope 
(Syncope) and non-serious events of ecchymosis 
(Ecchymosis), and petechiae (Petechiae) after 
receiving Nuvaxovid 10 ug/mL (unspecified primary 
dose) on an unspecified date. No diagnostic tests were 
reported. The treatment was unknown, and at the time 
of reporting, the outcome of the events were noted as 
unresolved. 

A 46-year-old male from HE with no reported 
medical history and concomitant medications 
included Tetrahydrocannabinols (THC) and medicinal 
Marijuana experienced a medically significant event 
of unresponsive to stimuli (Unresponsive to stimuli) 
and non-serious events of myalgia (Myalgia), 
dizziness (Dizziness), and vomiting (Vomiting) 3 
days after receiving Nuvaxovid 10 ug/mL 
(unspecified primary dose). No diagnostic tests were 
reported. The treatment was unknown, the event of 
myalgia was managed in the emergency 
department. The outcome of the event Unresponsive 
to stimuli was unknown, myalgia and vomiting were 
resolved and at the time of reporting, the event of 
dizziness was noted as unresolved. 

A 61-year-old female from HE with no reported 
medical history and concomitant medications 
experienced a medically significant event of loss of 
consciousness (Loss of consciousness) and non- 
serious events of paraesthesia (Paraesthesia), and 
dizziness (Dizziness) after receiving Nuvaxovid 10 
ug/mL (unspecified dose) on an unspecified date. No 
diagnostic tests were reported. The treatment was 
unknown, and the outcome of the events was 
resolving. 

A 36-year-old male from HE with no reported 
medical history and concomitant medications 
experienced a medically significant event of loss of 
syncope (Syncope) and non-serious events of chills 
(Chills), pain (Pain), injection site reaction (Injection 
site reaction), lethargy (Lethargy) and headache 
(Headache) on the same day he received Nuvaxovid 
10 ug/mL (unspecified primary dose). No diagnostic 
tests were reported. Treatment was unknown, self- 


Nuvaxovid 
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management was reported for the event of injection 
site reaction. The outcome of the events was 
resolving. 


Syncope/syncope/MS 


Disorientation/disorientation/NS 
Anxiety/anxiety/NS 
Dizziness/dizziness/NS 


Loss of consciousness/ loss of 
consciousness/MS 


Syncope/syncope/MS 


Loss of consciousness/ loss of 
consciousness/MS 


Dyspnoea/dyspnoea/NS 
Hyperhidrosis/hyperhidrosis/NS 
Migraine/migraine/NS 
Nausea/nausea/NS 
Pyrexia/pyrexia/NS 
Vomiting/vomiting/NS 


Circulatory collapse/ circulatory 
failure/MS 


Syncope/ repeatedly fell 
over/MS 
Loss of consciousness/ Loss of 
consciousness/MS 


A 28-year-old male from HE with reported 
history of previous reactions to vaccinations (tetanus 
vaccination) and no concomitant medications 
experienced a medically significant event of syncope 
(Syncope) and non-serious events of disorientation 
(Disorientation), anxiety (Anxiety), and dizziness 
(Dizziness) on the same day after receiving 
Nuvaxovid 10 ug/mL (unspecified primary dose); 
went to the hospital and was kept overnight for 
monitoring. No diagnostic tests were reported. The 
treatment was unknown, and the outcome of the 
events were unknown. 

An 18-year-old male from HE with reported 
history of fainting post vaccines and no concomitant 
medications experienced a medically significant event 
of loss of consciousness (Loss of consciousness) on 
the same day after receiving Nuvaxovid 10 ug/mL 
(primary dose 1); he was fasting with no food the day 
of vaccinations. No diagnostic tests were reported. 
Treatment included water and a lollypop, and the 
outcome of the event was resolved. 

A 35-year-old male from HE with no reported 
medical history and concomitant medications 
experienced a medically significant event of loss of 
syncope (Syncope) after receiving Nuvaxovid 10 
ug/mL (unspecified primary dose) on an unspecified 
date. No diagnostic tests were reported. The treatment 
was unknown, and the outcome of the event was 
resolving. 

A 32-year-old female from HE with no reported 
medical history and concomitant medications 
experienced a medically significant event of loss of 
consciousness (Loss of consciousness) and non- 
serious events of dyspnoea (Dyspnoea), hyperhidrosis 
(Hyperhidrosis), migraine (Migraine), nausea 
(Nausea), pyrexia (Pyrexia) and vomiting (Vomiting) 
after receiving Nuvaxovid 10 ug/mL (unspecified 
primary dose) on an unspecified date. No diagnostic 
tests were reported. The treatment was unknown. The 
outcome of the event loss of consciousness was 
resolved and remaining events were resolving. 

A female of unknown age from JJ with no 
reported medical history and concomitant medications 
experienced a medically significant event of 
circulatory failure (Circulatory collapse) on the same 
day after receiving Nuvaxovid 10 ug/mL (unspecified 
primary dose). No diagnostic tests were reported. The 
treatment was unknown, and the outcome of the event 
was resolved 
A 43-year-old female from J with medical 
history of positional vertigo, mitral valve prolapse, 
hypotension, blood cholesterol abnormal, dermatitis 
contact, seasonal allergy and non-tobacco user. 
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Vision blurred/ vision 
blurred/MS 


Circulatory collapse/ circulatory 
collapse/ MS; 


Cardiovascular disorder/ 
circulatory instability; 
Tinnitus/ ear noises; 
Heart rate increased/ pulse 
increased; 

Ear discomfort/ sensation of 
pressure in ear; 
Visual impairment/ visual 
disturbance; 

Cold sweat/ cold sweat; 
Headache/ head pain; 
Paraesthesia/ tingling; 
Dizziness/ lightheadedness; 
Rash/ skin rash 
Syncope/cardiac syncope/MS, H 
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Concomitant medications included acetylsalicylic 
acid, caffeine, paracetamol as needed. She 
experienced medically significant events of vision 
blurred (Vision blurred) and repeatedly fell over 
(Syncope) one day after receiving Nuvaxovid 10 
ug/mL (primary dose 1) and loss of consciousness 
(Loss of consciousness) three days.after vaccination 
and was presented to the emergency department. 
Patient’s vital parameters reported as: blood pressure 
(BR): 124/69, heart rate (HR): 81, body temperature 
(Temp): 36.3, Oxygen saturation (SpO2): 100, 
Breathes per minute (AF): 16. Diagnostic tests 
showed clinically and neurologically normal 
examination findings, in particular no indication of 
central or peripheral vestibular syndrome, also no 
reduced visual acuity or double vision. Vital 
parameters normal. Chemical laboratory examination 
also normal, normal coagulation value. ECG with 
normal sinus rhythm frequency. Outcome of the event 
loss of consciousness was resolved and at the time of 
reporting, the outcome of blurred vision and syncope 
were noted as unresolved. 

Other non-serious PTs for this case: Somnolence, 
Dizziness, Diarrhea, Palpitation, Tremor, Asthenia, 
Cardiovascular disorder, Tachycardia, Muscular 
weakness, Neuralgia, Vertigo positional, Paraesthesia, 
Disturbance in attention, Gait disturbance, myalgia, 
Malaise, Nausea, Hypotonia, Feeling drunk, Feeling 
abnormal, Confusional state, Diplopia, Hypotension, 
Fall, and Peripheral coldness. 

A 42-year-old female from J with no medical 
history and concomitant medications experienced a 
medically significant event of circulatory collapse 
(Circulatory collapse) and other serious events of 
circulatory instability (Cardiovascular disorder), ear 
noises (Tinnitus), pulse increased (Heart rate 
increased), sensation of pressure in ear (Ear 
discomfort), visual disturbance (Visual impairment), 
cold sweat (Cold sweat), head pain (Headache), 
tingling (Paraesthesia), lightheadedness (Dizziness), 
and skin rash (Rash) after receiving Nuvaxovid 10 
ug/mL (unspecified dose) on an unspecified date. No 
diagnostic tests were reported. The treatment was 
unknown, and the outcome of the events were 
unknown. 


A 44-year-old male from JJ with reported 
medical history of hypertension, loss of consciousness 
and no reported concomitant medications experienced 

cardiac syncope (Syncope) 11 days after receiving 

Nuvaxovid (primary dose 1). Diagnostic tests were 

not reported. Treatment was not reported. Outcome 
for the events was unknown. 
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Syncope/ faint/MS 


Paraesthesia/ pins and 
needles/NS 
Cardiovascular disorder/ 
circulatory instability/NS 
Muscle spasm/systremma/ NS 
Chills/ chills/ NS 
Fatigue/fatigue aggravated/NS 
Pyrexia/ fever/ NS 
Headache/ headache/NS 


Syncope/ syncope/ MS 


Dizziness/ 10 minutes after 
vaccination fell down- 3 weeks 
of circulatory problems with 
severe dizziness, headache - 
cycle problems, absence of the 
cycle, late cycle, sex drive gone, 
persistent/ NS 
Headache/ headache/ NS 
Libido decreased/ libido 
decreased/ NS 
Menstrual disorder/ menoxenia/ 
NS 


Circulatory collapse/ collapse/ 
MS 


Feeling cold/ freezing/ NS 
Blood pressure decreased/low 
blood pressure 70/50 mmhg / NS 
Blood pressure fluctuation/ 
blood pressure fluctuation/ NS 
Drug intolerance/ 
incompatibility reaction 10 
minutes after vaccination, 
emergency treatment in the 
vaccination center/ NS 
Dizziness/ dizzy spells/ NS 
Tachycardia/tachycardia/ NS 
Dyspnoea/ difficulty breathing/ 
NS 


Paraesthesia/ paraesthesia/NS 
Nausea/ nausea/ NS 


Syncope/ 10-minute loss of 
consciousness/ MS 


medical history of mite allergy, seasonal allergy, 
arthritis, migraine and no reported concomitant 
medications experienced chills (Chills), fatigue 
aggravated (Fatigue), pins and needles (Paraesthesia), 
faint (Syncope), fever (Pyrexia), systremma (Muscle 
spasm), headache (Headache), and circulatory 
instability (Cardiovascular disorder) on the same day 
after receiving Nuvaxovid (primary dose 1). 
Diagnostic tests were not reported. Treatment was not 
reported. Outcome for all the events was not resolved. 
A 33-year-old female from with reported 
medical history of seasonal allergy, asthma, brain 
oedema, heat stroke and no reported concomitant 
medications experienced 10 minutes after vaccination 
fall - 3 weeks of circulatory problems with severe 
dizziness, headache - cycle problems, absence of the 
cycle, late cycle, sex drive gone — persistent 
(Dizziness), headache (Headache), libido decreased 
(Libido decreased), menoxenia (Menstrual disorder), 
and syncope (Syncope) 10 minutes after receiving 
Nuvaxovid (primary dose 1). Diagnostic tests were 
not reported. Treatment was not reported. Outcome at 
the time of reporting for headache and syncope was 
resolved and for dizziness was resolving and libido 
decreased, and menstrual disorder was not resolved. 


medical history of platelet count increased, rhinitis 
allergic, urticaria after unknown antibiotic and Von 
Willebrand's disease and no reported concomitant 
medications experienced incompatibility reaction 10 
minutes after vaccination and needed emergency 
treatment in the vaccination center (Drug intolerance) 
with symptoms included: low blood pressure 70/50 
mmhg (Blood pressure decreased), collapse 
(Circulatory collapse), paraesthesia (Paraesthesia), 
tachycardia (Tachycardia), freezing (Feeling cold), 
vertigo, nausea (Nausea), difficulty breathing 
(Dyspnoea), dizzy spells (Dizziness), and blood 
pressure fluctuations (Blood pressure fluctuation) on 
the same day after receiving Nuvaxovid (primary dose 
1). Diagnostic tests included: Blood pressure (BP) of 
70/50, 105/60, and later that afternoon BP of 120/60 
with Heart Rate of 96. Treatments included hydration 
therapy through infusion, passive leg raising, Cortison 
(celestamine) administration with quick improvement. 
Outcomes at the time of reporting for feeling cold, BP 
decreased, circulatory collapse, dizziness, tachycardia, 
drug intolerance, nausea, and paraesthesia resolved 
within the same day as onset of the events. Outcome 
of BP fluctuation resolved 2 days after the onset of the 
events. Outcome of dyspnoea was resolving, 

A 63-year-old female from with no reported 
medical history and concomitant medications 
experienced joint pains in the thumb joint, wrist, and 
ankle (Arthralgia), the pain went from the upper arm, 
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Arthralgia/ joint pains in the 
thumb joint, wrist, and ankle/ NS 
Injection site pain/ pain went 
from the upper arm/ NS 
Bone pain/ short-term severe 
bone- and joint pain/ NS 
Chest pain/ pain went from the 
upper arm towards heart and 
chest/ NS 
CV disorder/ general weak 
circulation/ NS 
Injury/ injury on the head and 
right ankle/ NS 
Gastroenteritis/ gastrointestinal 
infection/ NS 
Nausea/ nausea/ NS 
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the pain went from the upper arm towards heart and 
chest (Chest pain) and short-term severe bone- and 
joint pain (Bone pain) 1 day after receiving 
Nuvaxovid (primary dose 1) and experienced 10 
minute loss of consciousness (Syncope), injury on the 
head and right ankle (Injury), gastrointestinal 
infection (Gastroenteritis), nausea (Nausea) and 
general weak circulation (CV disorder) 14 days after 
receiving Nuvaxovid (primary dose 1). Diagnostic 
tests were not reported. Treatment was not reported. 
Outcomes at the time of reporting for arthralgia, bone 
pain, injection site pain and chest pain were resolved 
within 3 days of onset of events and cardiovascular 
disorder, nausea, injury, gastroenteritis, and syncope 
were resolved within 1 day of onset of events. 


Circulatory collapse/ circulatory 
collapse/ MS, H 
Loss of consciousness/ 
unconsciousness/ MS, H 


Tachycardia/ tachycardia/ H 
Tinnitus/ tinnitus/ H 
Visual impairment/visual 
disturbance/H 
Erythema annulare/ erythema 
annulare/ H 
Cold sweat/ cold sweat/ H 
Headache/ headache/ H 


Syncope/ unprovozierte Synkope 
fir wenige Minuten/ MS, H, LT, 
DIS 


Chest pain/ chest pain/ H, LT, 
DIS 


Loss of consciousness/ loss of 
consciousness/ MS, H 


Tremor/ tremor/ H 
Somnolence/somnolence/ H 
Heart rate increased/ HR 
increased/ H 
COVID-19 immunisation/ 
revaccination with different 
COVID-19 vaccine/ H 
Lip oedema/ lip oedema/ H 


A 42-year-old female from JJ with no reported 
medical history and concomitant medications 
experienced headache (Headache), circulatory 

collapse (Circulatory collapse), tachycardia 
(Tachycardia), cold sweat (Cold sweat), visual 
disturbance (Visual impairment), unconsciousness 
(Loss of consciousness), erythema annulare 
(Erythema annulare), tinnitus (Tinnitus) 3 days after 
receiving Nuvaxovid (primary dose 1). Diagnostic 
tests were not reported. Treatment was not reported. 
Outcomes at the time of reporting for headache, 
circulatory collapse, tachycardia, tinnitus, visual 
impairment, loss of consciousness, erythema annulare 
and cold sweat were resolved. 

A 44-year-old male from JJ with no reported 
medical history and concomitant medications 
experienced unprovoked syncope (Syncope) fora few 
minutes 10 days after receiving Nuvaxovid (primary 
dose 1) and experienced thorax pain (Chest pain) on 
unspecified date after receiving Nuvaxovid (primary 
dose 1). Diagnostic tests included: 
Electroencephalogram (EEG), Magnetic resonance 
imaging heart (CMRI), Echocardiogram (LZ-ECG), 
laboratory and cardiological and neurological 
presentation DD excluded (Result: provoked syncope, 
epileptic seizure; MAR-2022). Treatment was not 
reported. Outcome at the time of reporting for chest 
pain and syncope was not resolved. 

A 40-year-old female from [with no reported 
medical history and concomitant medications 
included cetirizine (for allergy prophylaxis) and 
tamoxifen experienced sinus tachycardia (Sinus 
tachycardia), vaccination site pain (Vaccination site 
pain), allergic reaction NOS (Hypersensitivity), 
ventricular extra systoles (Ventricular extra systoles), 
feeling abnormal (Feeling abnormal), loss of 
consciousness (Loss of consciousness) , dyspnoea 
(Dyspnoea), pharynx discomfort (Oropharyngeal 
discomfort), lower extremities weakness (Muscular 
weakness) , leukocyte count increased (White blood 
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Feeling abnormal/ Feeling 
abnormal/ H 
Dyspnoea/ dyspnoea/ H 
Oropharyngeal discomfort/ 
pharynx discomfort/ H 
Ventricular extra systoles/ 
ventricular extra systoles/ H 
Muscular weakness/lower 
extremities weakness/ H 
White blood cell count 
increased/ leukocyte count 
increased/ H 
Toothache/ toothache/ H 
Blood pressure increased/BP 
increased/H 
Vaccination site mass/ 
vaccination site lump/H 
Sinus tachycardia/ sinus 
tachycardia/ H 
Erythema/ erythema facial/ H 

Malaise/ malaise/ H 

Fatigue/ fatigue/ H 

Vaccination site pain/ 

vaccination site pain/ H 

Hypersensitivity/allergic 

reaction NOS/H 
Loss of consciousness /loss of 

consciousness/ MS 


Seizure /convulsion/ MS 
Vaccination site pain 
/vaccination site pain/ NS 


Syncope/ syncopal attack/ MS 


Pain in extremity/ pain in upper 
extremities/ NS 


Syncope/fainting/ MS 


Feeling abnormal/ foggy feeling 
in head/ MS 
Nausea/ nausea/ MS 
Asthenia/ asthenia/ MS 
Abdominal pain/ abdominal 
pain/ MS 
Dizziness/dizziness/ MS 
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cell count increased), toothache (Toothache), 
erythema facial (Erythema), blood pressure increased 
(Blood pressure increased), heart rate increased (Heart 
rate increased), sleepiness (Somnolence), 
revaccination with different covid-19 vaccine 
(COVID-19 immunisation), tremor (Tremor), fatigue 
(Fatigue), lip oedema (Lip oedema), malaise 
(Malaise), vaccination site lump (Vaccination site 
mass) on the same day after receiving Nuvaxovid 
(primary dose 1). Diagnostic tests were not reported. 
Treatment was not reported. Outcome for all the 
events at the time of reporting was unknown. 


A female of unknown age from ae with no 
reported medical history and concomitant medications 
experienced a medically significant events of loss of 
consciousness (Loss of consciousness), convulsion 
(Seizure) and non-serious event of vaccination site 
pain (Vaccination site pain) on the same day she 
received Nuvaxovid 10 ug/mL (primary dose 1). No 
diagnostic tests were reported. The treatment was 
unknown, and the outcome of the events was 
resolved. 
A 61-year-old male from with reported history 
of Chronic sinusitis, Drug hypersensitivity, Seasonal 
allergy and no concomitant medications experienced a 
medically significant event of syncopal attack 
(Syncope) and non-serious event of pain in upper 
extremities (Pain in extremity) on the same day he 
received Nuvaxovid 10 ug/mL (unspecified dose). No 
diagnostic tests were reported. The treatment was 
unknown, and the outcome of the events was 
resolved. 

A female of unknown age from [ij with no 
reported medical history and concomitant medications 
experienced a medically significant events of nausea 
(Nausea), and foggy feeling in head (Feeling 
abnormal) one day after receiving Nuvaxovid 10 
ug/mL (primary dose 1) and 3 days later experienced 
perspiration excessive (Hyperhidrosis), dizziness 
(Dizziness), asthenia (Asthenia), fainting (Syncope), 
and abdominal pain (Abdominal pain). Diagnostic 
tests included: Electroencephalogram (EEG), (Result: 
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Hyperhidrosis/perspiration 
excessive/ MS 
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epileptic fit) and Magnetic resonance imaging head 
(Results: normal without pathological findings). The 
treatment was unknown, and the outcome of the 
events of Feeling abnormal, Syncope, Abdominal 
pain, and Hyperhidrosis were resolved. The outcome 
of the events Asthenia, Nausea, and Dizziness were 
unknown. 


Syncope/ syncope/ MS 
Loss of consciousness/ loss of 
consciousness/ MS 


Asthenia/weakness generalized/ 
NS 
Chills/chills/ NS 
Pyrexia/pyrexia/ NS 
Nausea/nausea/ NS 
Vomiting/vomited/ NS 
Headache/headache/ NS 


Syncope/ syncope/ MS/H 


Nystagmus/ nystagmus/ H 
Rash/ exanthem/ H 


Loss of 
consciousness/fainting/MS/DIS 


Hyperpyrexia/fever/ MS/DIS 
Chills/chills/ DIS 


Loss of 
consciousness/lipothymia/ MS 


Nausea/nausea/ MS 
Peripheral swelling/ swelling of 
the upper right limb/ MS 
Limb reduction defect/ 
functional impotence of the 
limb/ MS 
Headache/violent cephalalgy/ 
MS 
Abdominal pain/colic intestinal 
pain/ NS 
Hyperthermia/hyperthermia/ NS 


A 50-year-old female from BR with no reported 
medical history and concomitant medications 
experienced non-serious events of weakness 
generalised (Asthenia), pyrexia (Pyrexia), and chills 
(Chills) one day after receiving Nuvaxovid 10 ug/mL 
(primary dose 2) and 2 days later experienced 
medically significant events of syncope (Syncope), 
loss of consciousness (Loss of consciousness) and 
non-serious events of nausea (Nausea), headache 
(Headache) and vomited (Vomiting). Treatment was 
unknown, and the outcome of the events of Syncope 
and Asthenia were resolved, remaining events were 
resolving. 

A female of unknown age from Jj with no reported 
medical history and concomitant medications 
experienced a medically significant event of syncope 
(Syncope) on the same day she received Nuvaxovid 
10 ug/mL (unspecified primary dose) and was 
hospitalized with nystagmus (Nystagmus) and 
exanthem (Rash); she presented as alert, eupnoic and 
oriented. Diagnostic tests included negative Covid 
test. Treatment included Trimeton and Bentelan. The 
outcome of the events were unknown. 

A 21-year-old female from Jj with no reported 
medical history and concomitant medications 
experienced a medically significant disabling events 
of fever (Hyperpyrexia), fainting (Loss of 
consciousness) and chills (Chills) one day after 
receiving Nuvaxovid 10 ug/mL (unspecified primary 
dose). It was reported that the fainting caused a fall 
and consequent head trauma, broken neck, nose, and 
lips. No diagnostic tests were reported. The treatment 
was unknown, and at the time of reporting, the 
outcome of the events were unresolved. 

A 63-year-old female from Jj with no reported 
medical history and concomitant medications 
experienced a medically significant event of nausea 
(Nausea) and Lipothymia (Loss of consciousness) on 
the same day after receiving Nuvaxovid 10 ug/mL 
(unspecified dose) and later on unspecified date 
experienced violent cephalalgy (Headache), 
functional impotence of the limb (Limb reduction 
defect), swelling of the upper right limb (Peripheral 
swelling) and Non-serious events of colic intestinal 
pain (Abdominal pain), severe pain in the limb 
(Myalgia), and hyperthermia (Hyperthermia). No 
diagnostic tests were reported. The treatment was 
unknown, and the outcome of the events was 
resolved. 
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Loss of consciousness/ A 27-year-old male from ith no reported 
loss of consciousness/ MS/H medical history and concomitant cepa ort The 
patient received 1% and 2™ vaccination with 
Seizure/seizure; MS/H coronavirus modified uridine RNA vaccine (SARS- 
Anaphylactic reaction/ CoV-2). After receiving the 3" vaccination of 
anaphylactic reaction/ MS/H Nuvaxovid (unspecified dose), he experienced seizure 
(Seizure), loss of consciousness (Loss of 
consciousness), and anaphylactic reaction 
(Anaphylactic reaction) on an unspecified date and 
was hospitalized. No diagnostic tests were reported. 
The treatment was unknown, and the outcome of the 
events were unknown. 
Syncope/ fainting/ MS A 75-year-old female from | with no 
reported medical history and concomitant medications 
Presyncope/presyncope/ NS experienced a medically significant event of fainting 
COVID-19/I got corona/ NS (Syncope) two days after receiving Nuvaxovid 10 
ug/mL (primary dose 1) and eight days later, she 
experienced non-serious event of corona (COVID- 
19). No diagnostic tests were reported. The treatment 
was unknown, and the outcome of the events Syncope 
and Presyncope were unknown. At the time of 
reporting, the outcome of the event COVID-19 was 
unresolved. 
Syncope/syncope/ MS A 75-year-old female from 
reported medical history and concomitant medications 
Anaphylactic experienced a medically significant events of syncope 
reaction/anaphylactic reaction/ (Syncope) and anaphylactic reaction (Anaphylactic 
MS reaction) eight days after receiving Nuvaxovid 10 
Blood pressure fluctuation/blood ug/mL (primary dose 1) and Non-serious events of 
pressure fluctuation/ NS blood pressure fluctuation (Blood pressure 
Dizziness/dizziness/ NS fluctuation), dizziness (Dizziness), headache 
Headache/headache/ NS (Headache), lip swelling (Lip swelling), nausea 
Lip swelling/lip swelling/ NS (Nausea), palpitations (Palpitations), rash (Rash), rash 
Nausea/nausea/ NS pruritic (Rash pruritic), tinnitus (Tinnitus), urticaria 
Palpitations/palpitations/ NS (Urticaria) and wheezing (Wheezing). Diagnostics 
Rash/rash/ NS tests included blood tests (results unknown). 
Rash pruritic/rash pruritic/ NS Treatment included an increase to normal blood 
Tinnitus/tinnitus/ NS pressure medication and the outcome of the events 
Urticaria/urticaria/ NS were resolving. 


Syncope/syncope/ MS A 20-year-old female ‘on 
reported medical history of C hest pain, 


Seizure/seizure/ MS Palpitations and no concomitant medications 
Muscle spasm/muscle spasm/ experienced a medically significant events of seizure 
(Seizure) and syncope (Syncope) and non-serious 
Nausea/nausea/ NS events of muscle spasm (Muscle spasm) and nausea 
(nausea) on the same day after receiving Nuvaxovid 
10 ug/mL (primary dose 1). Diagnostics tests included 
Blood pressure measurement (Result:118/95) units 
not provided, Heart rate (Result: 57) units not 
provided, and SARS-CoV-2 test (Result: positive). 
The treatment was unknown, and the outcome of the 
events were resolved. 
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Syncope/syncope/ MS 3.7 A 62-year-old female fro ith no 


Insomnia/insomnia/ NS 
Lymphadenopathy/lymphadenop 
athy/ NS 
Myalgia/myalgia/ NS 
Nausea/nausea/ NS 
Pollakiuria/pollakiuria/ NS 
Visual impairment/visual 
impairment/ NS 
Weight decreased/weight 
decreased/ NS 


reported medical history and concomitant medications 


Alopecia/alopecia/ NS experienced a medically significant event of syncope 
Anxiety/anxiety/ NS (Syncope) and non-serious events of alopecia 
Chest discomfort/chest (Alopecia), anxiety (Anxiety), chest discomfort 
discomfort/ NS (Chest discomfort), dizziness (Dizziness), dyspnoea 
Dizziness/dizziness/ NS (Dyspnoea), fatigue (Fatigue), feeling abnormal 
Dyspnoea/dyspnoea/ NS (Feeling abnormal), headache (Headache), influenza 
Fatigue/fatigue/ NS like illness (Influenza like illness), injection site pain 
Feeling abnormal/feeling (Injection site pain), insomnia (Insomnia), 
abnormal/ NS lymphadenopathy (Lymphadenopathy), myalgia 
Headache/headache NS (Myalgia), nausea (Nausea), pollakiuria (Pollakiuria), 
Influenza like illness/influenza visual impairment (Visual impairment) and weight 
like illness NS decreased (Weight decreased) about three and half 
Injection site pain/injection site days after receiving Nuvaxovid 10 ug/mL (primary 
pain/ NS dose 1). Diagnostics tests included blood tests 


(Results: normal). The treatment was unknown, and at 
the time of reporting, the outcome of the events were 
unresolved. 


Serious Criteria MS —- medically significant, H — hospitalization, LT - life threatening, NS - Non-serious, Day 0-same say as 


vaccination, DIS - disability 


7 DISCUSSION 


Post Market Data 


In the post-authorization data (DLP 09-Aug-2022), the ICSR reporting rate for Syncope for 
all regions was 5.07 per 100,000 vaccines administered, consistent with other COVID-19 
vaccines. Most of the ICSRs were received from Australia 39% (16/41) and Germany 24% 


(10/41). 


Cumulative review of ICSRs showed that 15% (6/44) of PTs of syncope events were serious 
due to hospitalization; the remaining ICSRs were serious due to IME Convention of 
medically significant. Time to onset was between day 0 and day 5 for 68% (33/44) of the 
syncope events, with 45% events reportedly occurring on day 0-1. Most of the reports with 
events of syncope occurring shortly after vaccination also had co-reported events consistent 
with vaccination stress/anxiety, including nausea, tachycardia, dizziness, and headache. Four 
reports also reported convulsion or seizure, and in two of these reports there was insufficient 
information to characterize these events as either epileptic seizures or a vasovagal reactions. 
Generalized convulsions are a separate AESI under surveillance with observed counts less 
than expected at the time of this analysis. Two reports occurring on days 0-1 co-reported 
hypersensitivity reaction and anaphylactic reaction, suggesting immune-mediated events. 
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The majority of the ICSRs did not have documented medical treatment specifically for 
syncope events. The most frequently reported PTs that were co-reported with syncope events 
were Nausea (34%), Dizziness (29%), Headache (27%). In most cases, this constellation of 
co-reported symptoms may have been associated with reactogenicity or anxiety type reaction, 
thus no new signals have been identified beyond what is already expected per SmPC. 


8 CONCLUSION 


Syncope is included in Section 4.4 Special warning and precautions for use of the SmPC. 
Based on cumulative review of reports of syncope, no additional signals or other etiologies 
beyond events associated with vaccine administration and related anxiety/reactogenic 
reactions have been identified. 
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1 INTRODUCTION 


This signal evaluation report provides a detailed analysis on the validated safety signal of 
menstrual disorders in association with the administration of Nuvaxovid indicated for active 
immunization to prevent COVID-19 caused by SARS-CoV-2. 


2 WORLDWIDE MARKET AUTHORIZATION STATUS 


On 20-Dec-2022, the first marketing authorization (MA) for Nuvaxovid was granted in the 
European Union which is considered to the be International Birthdate (IBD). 


3 SOURCE OF THE SIGNAL 


On 27-Jun-2022, a request was received from PRAC, pursuant to EMA PRAC assessment of 
SSR 4 (period covering 1-May-2022 to 31-May-2022), and the signal of menstrual disorders 
was validated. The request noted the following: 


"The MAH is asked to present in the next MSSR a thorough analysis of the cases of menstrual 
disorders in particular reports of heavy menstrual bleeding including patient age categories, TTO, 
information on medical history and menstruation history (if available). Please provide reporting rates 
per region for the most frequent kind of disorders for women of childbearing age.” 


4 EPIDEMIOLOGY 


Menstrual disorders include dysmenorrhea (painful cramps), menorrhagia (heavy bleeding), 
premenstrual syndrome (physical and psychological symptoms preceding menstruation), 
polymenorrhagia (frequent menstruation), oligomenorrhea (infrequent menstruation), and 
amenorrhea (lack of menstruation).! These disorders vary in prevalence and severity, as well 
as by clinical and demographic characteristics within a given disorder. Dysmenorrhea is the 
most prevalent menstrual disorder, with global prevalence ranging from 16-91% depending 
on the study population.” A review of publications on dysmenorrhea noted that severe pain 
occurs among 2-29% of women and 16-40% report an effect on their activities.2> The 
prevalence of dysmenorrhea decreases with age, is higher among those who smoke or have a 
family history, and increases with increased BMI and level of stress.2+° Among adolescents 
and young women, primary dysmenorrhea has been reported occurred in 16-94% of them.®” 
Dysmenorrhea in young women is more common among those reporting a family history, 
decreases with age, and is less common among those using oral contraceptives.°* Though 
dysmenorrhea is the most common menstrual disorder, menorrhagia is the most common 
menstrual disorder for seeking healthcare service. Menorrhagia is reported with prevalence of 
10-35% among women of productive age in the US? and affects more than 10 million 
American women each year. This means that about one out of every five women has it!®. No 
substantial differences in the prevalence of menstrual disorders between high income and 
low/middle income countries have been reported.!! 
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There are reports indicating menstrual irregularities after COVID-19 vaccinations, although 
some reports have failed to verify this trend, and these studies were mainly conducted via 
survey on general questions rather than specific for menstrual disorders of interest!?!*. In one 
study from the UK on menstrual changes within 180 days after vaccination, menorrhagia 
occurred among 11 of 11,475 subjects (0.1%) and there were 5 events of dysmenorrhea 
reported (0.05%)'7. Among the 13,118 adverse events after COVID-19 vaccination reported 
to the US VAERS by November 12, 2021, only 28 (0.21%) were menorrhagia and this 
outcome was very rare, given millions of COVID-19 vaccines had been administered during 
that time period!®. 


5 METHODS 


5.1 Search Strategy 
5.1.1 Clinical Studies Data 


The clinical trial database was searched using the Menstrual Disorders search strategy 
(HLGT: Menstrual cycle and uterine bleeding disorders). The search included unblinded data 
from Day 0 to 49 from Studies 2019nCoV-101 Part1 as of 28-Jul-2021 (MedDRA version 
24.0), 2019nCoV-101 Part2 as of 11-Jun-2021 (MedDRA version 24.0), 2019nCoV-302 as of 
27JUL2021 (MedDRA version 23.1), 2019nCoV-501 as of 270CT2021 (MedDRA version 
23.0), and 2019nCoV-301 as of 17-Feb-2022 (MedDRA version 24.0). 


5.1.2 Post Market Data 


The global vaccine safety database was queried for cumulative ICSRs using the prespecified 
search strategy for menstrual disorders; MedDRA HLGT: menstrual cycle and uterine 
bleeding disorders for all cases up to 30-Jun-2022. 


6 RESULTS 


6.1 Clinical Studies Data Analysis 


A summary of Menstrual disorders (HLGT Menstrual cycle and uterine bleeding disorders) in 
the clinical trial database is provided in Table 1 below. Menstrual cycle and uterine bleeding 
disorders through Day 49 had a low incidence in the clinical studies. There was a small 
imbalance between the Vaccine and Placebo groups for the MedDRA PTs of Menstruation 
irregular, Heavy menstrual bleeding, and Menstrual disorder, which were considered not 
clinically meaningful. No treatment group difference was noted for the PT of 
Dysmenorrhoea. The low incidence rates limit the conclusions that can be made from clinical 
trial data. 
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Table 1: Menstrual Disorders*: Summary of Unsolicited Adverse Events Reported from 
Day 0 to 49 (28 Days Post Dose 2) (Integrated Data from Studies 2019nCoV-101 
Part1/ 2019nCoV-101 Part2/ 2019nCoV-301 / 2019nCoV-302 / 2019nCoV-501) 


Vaccine Placebo Risk Difference 
HLGT (n, %) (n, %) (Vaccine - Placebo) 
Preferred Term (# of Subjects) N = 30072 N = 19877 (%, 95% Cl) 
Menstrual cycle and uterine bleeding disorders 
Dysmenorrhoea 13 (0.04) 8 (0.04) 0.00 (-0.03, 0.04) 
Menstruation irregular 10 (0.03) 2 (0.01) 0.02 (-0.00,.0.04) 
Heavy menstrual bleeding 5 (0.02) 2 (0.01) 0.01 (-0.01, 0.03) 
Menstrual disorder 4 (0.01) 1 (<0.01) 0.01 (-0.01, 0.03) 
Abnormal uterine bleeding 3 (<0.01) 4 (0.02) -0.01 (-0.03,.0.02) 
{ntermenstrual bleeding 2(<0.01) 1 (<0.01) 0.00 (-0.01, 0.02) 
Menometrorrhagia 1 (<0.01) 0 (0.00) 0.00 (-0.00, 0.01) 
Premenstrual syndrome 0 (0.00) 1 (<0.01) -0.00 (-0.01, 0.00) 


* Menstrual disorders = HLGT Menstrual cycle and uterine bleeding disorders 

Note: Risk difference and its Confidence Intervals (CIs) are computed from Mantel-Haenszel Standardized Risk Estimates 
and 95% normal confidence limits with the stratification by study, while individual group statistics are not adjusted by strata. 
Included study data from 2019nCoV-101 Partl as of 28JUL2021, 2019nCoV-101 Part2 as of 11JUN2021, 2019nCoV-302 as 
of 27JUL2021, 2019nCoV-501 as of 270CT2021, and 2019nCoV-301 as of 17FEB2022. 

MedDRA version: 24.0 (2019nCoV-101 Part 1, 2019nCoV-101 Part 2, and 2019nCoV-301), 23.1 (2019nCoV-302), and 
23.0 (2019nCoV-501) 

Source: t10.rtf. Generated from t_unsol_sum_sub.sas 20JUL2022 12:22 


6.2 Post Market Data Analysis 


Cumulatively as of 30-Jun-2022, 69 ICSRs were reported which identified a total of 109 AEs. 
All PTs identified under this search are summarized in Table 2. Most frequently reported PTs 
were Menstrual disorder (n=38) and Heavy menstrual bleeding (n=19). A summary of these 
reports is presented in Table 3 and Table 4. The ICSR reporting rate per region is presented in 
Table 5. There were a total of 6 serious PTs in 3 ICSR. Only one of 69 ICSRs was medically 


confirmed as. 


Re-challenge information was unknown for 68 of 69 ICSRs. There was one non-serious 
spontaneous case from | | Rs, With a negative rechallenge. A 43- 
year-old female, experienced menstruation delay of 15 days with the first dose of Nuvaxovid. 
Her menses returned after her second dose. 


When looking at the PT Heavy menstrual bleeding separately, cumulatively as of 30-Jun-2022, 
18 ICSRs were reported which identified a total of 19 AEs. A summary of these reports is 
presented in Table 6 and Table 7. The ICSR reporting rate per region for PT Heavy menstrual 
bleeding specifically is presented in Table 8Table 8. 


A cumulative case listing of all serious ICSR retrieved for Menstrual disorders and all ICSRs 
retrieved for the PT of Heavy menstrual bleeding is presented in Table 9. 


Nuvaxovid Signal Evaluation Report 
NOVAVAX;, Inc. Confidential Page 9 of 23 


Table 2: Menstrual Disorders PT count and Seriousness (Cumulative) 


Menstrual Disorders: HLGT: Menstrual cycle and uterine bleeding disorders MedDRA v25.0 
Cumulative to 30-Jun-2022 


Preferred Term No. Cumulative Serious AE No. of ee Non-Serious 


Amenorrhoea 


[Dysmenonnoes dt 
envy menstrual bleeding 
[Hypomenontioea | a 


Intermenstrual bleeding 7 
oe S| 
| Menstruationdelayed = | | 


Table 3: Menstrual Disorders Report Characteristics 


Menstrual Disorders: HLGT: Menstrual cycle and uterine bleeding disorders MedDRA v25.0 
Cumulative to 30-Jun-2022 


Total ICSRs included in summary tables 


Total AEs Retrieved 
Report Origin (N=69) German: 


Seriousness (N=109) 
PT 
ie a 
|_IME Convention (Medically Significant) | 4 | 4 
MedDRA Preferred Terms 
(N=109) |Amenorrhoea TT 
|Dysmenorrhoea CTT 
[Intermenstrual bleeding | 
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Table 3: Menstrual Disorders Report Characteristics 


Menstrual discomfort 
Menstrual disorder 
Menstrual delayed 
Menstruation Irregular 
Oligomenorrhoea 
Polymenorrhoea 
|Premenstrualpain | 
Event latency (N=109) 
Ts 
Over 10 days 
Event Outcome at initial  |NotRecovered Th 
reporting (N=109) 
|Recovered | 


Percentages are based on N defined for each parameter. 


Table 4: Menstrual Disorders Report Demographics (Cumulative) 


Demographics 


Menstrual Disorders: HLGT: Menstrual cycle and uterine bleeding disorders MedDRA v25.0 
Cumulative to 30-Jun-2022 


All Reports 
% of Total 


a 
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Table 5: ICSR Reporting Rate by Region: Menstrual Disorders (Cumulative) 


Menstrual Disorders: HLGT: Menstrual cycle and uterine bleeding disorders MedDRA v25.0 
Cumulative to 30-Jun-2022 


[emany 28.96 
a 
| France | 6 [srs | 


westerns [1 [Sowa dC 
a 
“al Repions | 66 [3661 SiS 


4: Reports of menstrual disorders were received from Finland and Norway. However, no administration data were available 
for these countries in ECDC data, hence the reporting rate could not be calculated. 


b: The Reporting rate was calculated per 100,000 doses administered. 
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Table 6: PT Heavy Menstrual Bleeding Report Characteristics 


Report Characteristics 
PT: Heavy Menstrual Bleeding MedDRA v25.0, Cumulative to 30-Jun-2022 


n % 
Total [CSRs included in summary tables 18 100 


aweaia | 
a 


Finland 
Seriousness Criteria (N=18) Total Serious [CSRs 


IME Convention 
(Medically Significant) 


a 


Event Treatment (N=18) Painkillers and 1 
Physiotherapy 

Event Outcome (N=18) Not Recovered/Not 
Resolved 
Recovering/Resolving 


Unknown 
Recovered with Sequelae 


Percentages are based on N defined for each parameter. 
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Table 7: PT Heavy Menstrual Bleeding Report Demographics (Cumulative) 


a eS (ee 


Table 8: ICSR Reporting Rate by Region: PT Heavy Menstrual Bleeding (Cumulative) 


ICSR ‘; 


Regions 


4: Reports of heavy menstrual bleeding were received from Finland. However, no administration data were available for this 
country in ECDC data, hence the reporting rate could not be calculated. 


>: The Reporting rate was calculated per 100,000 patients 


Nuvaxovid 
NOVAVAX, Inc. 


Signal Evaluation Report 


Confidential Page 14 of 23 


Table 9: Menstrual Disorders ICSR Case Listing: Serious ICSRs and ICSRs with PT Heavy Menstrual Bleeding (Cumulative 


Case Number Country | Brief Narrative Preferred Term/s with Serious TTO Medical and 
Reported Verbatim Criteria Menstrual 
Histo 


Men al Disorders Serious ICSRs 


Treatment | Outcome 


A 32-year old, female experienced Heavy menstrual bleeding Medically Not Not reported Not Not 
Heavy menstrual bleeding, Menstrual (heavy menstrual bleeding); Significant reporte reported resolved 
disorder, Menstruation irregular along Menstrual disorder (menstrual d 

with chest pain confusional state, disorder); Menstruation 

dizziness, dyspnea, heart rate increased, | irregular (menstruation 

muscle twitching and blurred vision after | irregular) 

receiving Nuvaxovid primary dose. No 

medical history was reported. The 

outcome of the Heavy menstrual 

bleeding, Menstrual disorder, 

Menstruation irregular was not 

recovered. 

A 38-year old female with prior medical | Heavy menstrual bleeding Hospitalization Abdominal Not Not 


history of abdominal pain, chest pain 
(leading to hospital admission), chills, 
diarrhoea, dyspnoea, headache, 
hyperhidrosis, hypoaesthesia, 
palpitations, tachycardia and vomiting- 
after administration of Comirnaty on 04- 


Jul-2021, experienced Cardiac disorder, 
Heavy menstrual bleeding and Menstrual 
disorder after vaccination with 
Nuvaxovid on an unknown date. 
Treatment for the events was not 
reported. The outcome was not resolved. 


(heavy menstrual bleeding); 
Menstrual disorder (menstrual 
disorder); Cardiac Disorder 


(cardiac disorder) 


for cardiac 
disorder and 
heavy 
menstrual 
bleeding; 
Medically 
Significant for 
Menstrual 
disorder 


pain, Chest 
pain Chills, 
Diarrhoea, 
Dyspnoea, 
Headache, 
Hyperhidrosis, 
Hypoaesthesia, 
Palpitations, 
Tachycardia 
Vomiting 

after 
administration 
of Comirnaty 
on 04-Jul-2021 


reported 


resolved 


Nuvaxovid 
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Table 9: 


Country | Brief Narrative 


A 39-year old female, experienced 
Hypomenorrhoea, one day after 
receiving Nuvaxovid. The concomitant 
medications included: Nasonex 
(mometasone furoate monohydrate) 
nasal spray, suspension, Caprilon 
(tranexamic acid) tablet as necessary and 
Burana (Ibuprofen). Treatment for the 
event was not reported. The outcome 
was not resolved at the time of reporting. 


MedDRA PT Heavy Menstrual Bleeding: All ICSRs 
A 21-year old female experienced Heavy 
menstrual bleeding after receiving 
Nuvaxovid. Co-reported PTs were 
Injection site pain, Menstrual disorder, 
Menstruation irregular and Paraesthesia. 
No medical history was reported. The 


Medically 
confirmed case 


outcome of the event was unknown. 


A 26-year old female experienced Heavy 
menstrual bleeding 11 days after the first 
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Preferred Term/s with 
Reported Verbatim 


Hypomenorrhoea (light 
periods); Vaccination site 
haematoma (vaccination site 
haematoma); Exercise 
tolerance decreased (exercise 
tolerance decreased); Asthenia 
(asthenia); Arrhythmia 
(arrhythmia); COVID-19 
immunisation (revaccination 
with different covid-19 
vaccine); Confusional state 
(confusion); Pyrexia ( 
pyrexia); Headache 
(headache); Influenza like 
illness (flu-like symptoms); 
Sinus node dysfunction (sinus 
node dysfunction); Dyspnoea 
(dyspnoea); Pulmonary pain 
(pulmonary pain); Tachycardia 
(tachycardia); Fatigue 


Heavy menstrual bleeding 
(heavy menstrual bleeding), 
Injection site pain (injection 
site pain), Menstrual disorder 
(menstrual disorder), 
Menstruation irregular 
(menstruation irregular ), 
Paraesthesia 

Heavy menstrual bleeding 
(menstruation prolonged) 


Serious 
Criteria 


Hospitalization 


Non-serious 


Non-serious 


TTO 


11 
days 


Menstrual Disorders ICSR Case Listing: Serious ICSRs and ICSRs with PT Heavy Menstrual Bleeding (Cumulative 


Medical and 
Menstrual 

Histo 
Not reported 


Not reported 


Not reported 


Treatment 


Not 
reported 


Not 
reported 


Not 
reported 


Outcome 


Not 
resolved 


Unknown 


Unknown 
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Table 9: Menstrual Disorders ICSR Case Listing: Serious ICSRs and ICSRs with PT Heavy Menstrual Bleeding (Cumulative 
Case Number Country | Brief Narrative Preferred Term/s with Serious Medical and Treatment | Outcome 
Reported Verbatim Criteria Menstrual 
Histo 
dose of Nuvaxovid. The outcome was 
unknown. 
A 31-year old female experienced Heavy | Heavy menstrual bleeding Non-serious Not reported Not Not 
menstrual bleeding, 1 day after receiving | (strong period bleeding), reported Resolved 
Nuvaxovid. Co-reported PT was Dysmenorrhoea (pain since the 
Dysmenorrhoea. The outcome was not first vaccination) 
resolved. 
A 33-year old female experienced Heavy | Heavy menstrual bleeding Non-serious Not reported Not Resolving 
menstrual bleeding, 13 days after (heavy menstrual bleeding), reported 
receiving Nuvaxovid. Co-reported PTs Headache (headache), Malaise 
were Headache, Malaise, Pain in (malaise), Pain in extremity 
extremity, Injection site pain. The (pain in arm), Injection site 
outcome was resolving. pain (injection site pain) 
A 34-year old female experienced Heavy | Heavy menstrual bleeding Non-serious Not reported Not Unknown 
menstrual bleeding on an unspecified (heavy menstrual bleeding), reported 
date after receiving Nuvaxovid. Co- Back pain (back pain), 
reported PTs were Back pain, Menstrual | Menstrual disorder (menstrual 
disorder and Polymenorrhoea. The event | disorder), Polymenorrhoea 
outcome was unknown. (polymenorrhoea) 
A 34-year old female experienced Heavy | Heavy menstrual bleeding Non-serious Not reported Not Unknown 
menstrual bleeding on an unspecified (heavy menstrual bleeding), reported 
date after receiving Nuvaxovid. Co- Menstrual disorder (menstrual 
reported PT was Menstrual disorder. The | disorder) 
event outcome was unknown. 
A 34-year old female experienced Heavy | Heavy menstrual bleeding Non-serious Abdominal Strong Not 
menstrual bleeding, one day after (heavy menstrual bleeding), pain lower, painkillers | resolved 
receiving Nuvaxovid. Co-reported PTs Menstrual disorder Dust allergy, and 
were Menstrual disorder and Menstrual (menstruation abnormal), Endometriosis, | physiothera 
discomfort. The event outcome was not Menstrual discomfort Food allergy, py 
resolved. (menstrual discomfort) Gluten 
sensitivity, 
Haemorrhage 
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Table 9: Menstrual Disorders ICSR Case Listing: Serious ICSRs and ICSRs with PT Heavy Menstrual Bleeding (Cumulative 


Case Number Country | Brief Narrative Preferred Term/s with Serious Medical and Treatment | Outcome 
Reported Verbatim Criteria Menstrual 


7 
_| 


Histo 


Milk allergy, 
Drug 
hypersensitivit 


A 35-year old female experienced Heavy | Heavy menstrual bleeding Non-serious Not reported Not Resolved 
menstrual bleeding after receiving (heavy menstrual bleeding), reported 

Nuvaxovid. Co-reported PTs were Chest | Chest discomfort (chest 
discomfort, Dizziness, Lethargy and discomfort), Dizziness 
Menstruation irregular. The event (dizziness), Lethargy ( 
outcome was resolved. lethargy), Menstruation 
irregular (menstruation 
irregular) 


A 37-year old female experienced Heavy | Heavy menstrual bleeding Non-serious Not reported Not Not 
menstrual bleeding, 4 days after (hypermenorrhea), reported resolved 
receiving Nuvaxovid. Co-reported PTs Polymenorrhoea 

were Polymenorrhoea and (polymenorrhoea), 

Dysmenorrhoea. The event outcome was | Dysmenorrhoea 

resolved. The individual mentioned (dysmenorrhoea) 

before vaccination the cycle length was 

28 days, of which 4 days bleeding, of 

which 1 day was heavier. Since 

vaccination the cycle length was 22-23 

days, of which 6 days bleeding, of which 

3 days very heavy. Associated with 

severe abdominal pain and circulatory 

problems 


A 41-year old female experienced Heavy | Heavy menstrual bleeding Non-serious Not reported Not Resolving 
menstrual bleeding after receiving (heavy menstrual bleeding), reported 

Nuvaxovid. Co-reported PTs were Menstrual disorder (menstrual 
Menstrual disorder and Migraine. The disorder), Migraine (migraine) 
event outcome was resolving. 
A 49-year old female experienced Heavy | Heavy menstrual bleeding ( Non-serious Not reported Not Resolving 
menstrual bleeding after receiving heavy menstrual bleeding ), reported 

Nuvaxovid. Co-reported PTs were Amenorrhoea ( amenorrhoea), 
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Table 9: Menstrual Disorders ICSR Case Listing: Serious ICSRs and ICSRs with PT Heavy Menstrual Bleeding (Cumulative 
Case Number Country | Brief Narrative Preferred Term/s with Serious Medical and Treatment | Outcome 
Reported Verbatim Criteria Menstrual 
Histo 
Amenorrhoea, Dysmenorrhoea, and Dysmenorrhoea ( 
Menstrual disorder. The event outcome dysmenorrhoea), Menstrual 
was resolving. disorder (menstrual disorder) 
A 52-year old female experienced Heavy | Heavy menstrual bleeding Non-serious Not reported Not Not 
menstrual bleeding after receiving (heavy menstrual bleeding); reported resolved 
Nuvaxovid. Co-reported PTs were Musculoskeletal stiffness 
Musculoskeletal stiffness, Back pain, (musculoskeletal stiffness); 
Cold sweat, Depressed mood, Ear pain, Back pain (back pain), Cold 
Injection site hypoaesthesia, Injection sweat (cold sweat), Depressed 
site warmth, Menstrual disorder and mood (depressed mood); Ear 
Nausea. The event outcome was not pain (ear pain); Injection site 
resolved. hypoaesthesia (injection site 
hypoaesthesia); Injection site 
warmth (injection site 
warmth); Menstrual disorder 
(menstrual disorder); and 
Nausea (nausea) 
A 53-year old female experienced Heavy | Heavy menstrual bleeding Non-serious COVID-19 Not Resolving 
menstrual bleeding, 9 days after (heavy periods); Injected limb (31-MAR- reported 
receiving Nuvaxovid. Co-reported PTs mobility decreased (injected 2022) Allergy 
were Injected limb mobility decreased limb mobility decreased); to Penicillin 
and Vaccination site pain. The event Vaccination site pain and 
outcome was resolving. (vaccination site pain) Cephalosporin 
S. 
A female of unspecified age experienced | Heavy menstrual bleeding ( Non-serious Not reported Not Unknown 
Heavy menstrual bleeding after receiving | heavy menstrual bleeding), reported 
Nuvaxovid. Co-reported PTs were Menstrual disorder ( Menstrual 
Dysmenorrhoea, Menstrual disorder, and | disorder), Menstruation 
Menstruation irregular. The event irregular (Menstruation 
outcome was unknown. irregular), Dysmenorrhoea 
(Dysmenorrhoea) 
A female of unspecified age experienced | Heavy menstrual bleeding Non-serious Not reported Not Not 
Heavy menstrual bleeding after receiving | (heavy menstrual bleeding); reported resolved 
OO Nuvaxovid. Co-reported PT was 
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Table 9: Menstrual Disorders ICSR Case Listing: Serious ICSRs and ICSRs with PT Heavy Menstrual Bleeding (Cumulative 


Case Number Country | Brief Narrative Preferred Term/s with Serious Medical and Treatment | Outcome 
Reported Verbatim Criteria Menstrual 
Histo 
Menstrual disorder. The event outcome and Menstrual disorder 
was not resolved. (menstrual disorder) 


A 35-year old female experienced Heavy | Heavy menstrual bleeding Non-serious Not reported Recovered 

menstrual bleeding, 2 1days after (hypermenorrhea); Bees with 

receiving Nuvaxovid. Co-reported PT Dysmenorrhoea Sequelae 
hd was Dysmenorrhoea, the event outcome | (dysmenorrhea) 


was Recovered with Sequelae. 
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6.3  EudraVigilance Data Analysis System (EVDAS) 


EVDAS Electronic Reaction Monitoring Report (ERMR) (16-Jun-2022 to 30-Jun-2022) was 
reviewed for MedDRA HLGT: Menstrual cycle and uterine bleeding disorders. 


There was no PT that met the Signal of Disproportionate Reporting (SDR) criteria. There 
were 3 PTs that met the criteria of both ROR > 1 and total number of cases > 3 as presented 
in Table 10. Although PT of Menstrual disorder showed an increased change, the term is not 
specific and SDR criteria remains unmet. 


Table 10: eRMR (16-Jun-2022 to 30-Jun-2022) filtered for ROR > 1 


Active HLGT PT IME/ | Tot ROR | SDR | Changes 
en ee ee La 
COV2373 bleeding disorders 
ee ee 
COV2373 bleeding disorders 

Sen Se 
COV2373 bleeding disorders 

a i 
: ae ee ee ee 


15 
1 


COV2373 bleeding disorders 
COV2373 bleeding disorders 


7 DISCUSSION 
Post Market Data 


In the post-authorization data (DLP 30-Jun-2022), the ICSR reporting rate for menstrual 
disorders for all regions was 16.65 per 100,000 vaccines administered. Most of the ICSRs 
were received from Germany 42% (29/69) and Australia 36% (25/69). Low magnitude ROR 
elevations were noted in the EVDAS eRMR and no related SDR were identified. 


The ICSR reporting rate for PT of Heavy menstrual bleeding, for all regions was 5.4 per 
100,000 vaccines administered. 


In the general population, dysmenorrhea is the most prevalent menstrual disorder, with global 
prevalence ranging from 16-91% depending on the study population”. Menorrhagia is 
reported with prevalence of 10%—35% among women of productive age in the US’, and 
affects more than 10 million American women each year. 


In the COVID-19 vaccinated population, there was one study from the UK on menstrual 
changes within 180 days after vaccination, menorrhagia occurred among 11 of 11,475 
subjects (0.1%) and there were 5 events of dysmenorrhea reported (0.05%)!’. 
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When the prevalence of dysmenorrhea and menorrhagia in the general population and 
occurrence in the COVID-19 vaccinated population is compared to the ICSR reporting rate of 
menstrual disorders and heavy menstrual bleeding in Nuvaxovid treated subjects, a signal is 
not identified. 


In addition, cumulative review of ICSRs showed that the majority of menstrual disorder 
events were non-serious [94% (103/109) of the menstrual disorder events and 89% (17/19) of 
PT heavy menstrual bleeding]. 


8 CONCLUSION 


The causal association between Nuvaxovid and menstrual disorders is not supported. The 
signal of menstrual disorders is refuted based on a comprehensive review of the available 
data, including the balance of events in clinical programs, the prevalence of menstrual 
disorders in the general population, the known association of menstrual disorders with 
stress/anxiety, and the limited information in the case reports. 


9 SAFETY REVIEW TEAM SIGNAL DISPOSITION 


On 05-Aug-2022, the Safety Review Team concluded the signal of menstrual disorders is 
refuted. 
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1 INTRODUCTION 


This addendum to the Signal Evaluation Report provides additional analyses on the validated 
safety signal of menstrual disorders in association with the administration of Nuvaxovid 
indicated for active immunization to prevent COVID-19 caused by SARS-CoV-2, in response 
to the request received on 29-Aug-2022 from PRAC pursuant to EMA PRAC assessment of 
SSR 6 (period covering 01-Jul-2022 to 31-Jul-2022). The request was as follows: 


"The MAH presented frequencies of menstrual disorders. With regard to the exposure calculation, it 
is assumed that the total study group instead of women of childbearing age (12-51 years of age) 
were considered. Thus, the MAH is asked to repeat the analysis of clinical trial data focussing 
solely on exposed women of childbearing age. In addition, the time window of 28 days post dose 2 
may be too short considering a normal cycle of up to 35 days. The MAH is advised to make an 
effort to obtain maximum information about these cases to allow meaningful assessment” 


2 METHODS 


The clinical trial database was searched using the Menstrual Disorders search strategy 
(HLGT: Menstrual cycle and uterine bleeding disorders). The search included unblinded pre- 
crossover data from Day 0 to 35 following any dose of vaccination in female subjects aged 12 
to 51 years from Studies 2019nCoV-101 Part 1 as of 28-Jul-2021 (MedDRA version 24.0), 
2019nCoV-101 Part 2 as of 11-Jun-2021 (MedDRA version 24.0), 2019nCoV-302 as of 
27-Jul-2021 (MedDRA version 23.1), 2019nCoV-501 as of 27-Oct-2021 (MedDRA version 
23.0), and 2019nCoV-301 as of 17-Feb-2022 (MedDRA version 24.0). The search of 
unblinded post-crossover data included studies 2019nCoV-302 and 2019nCoV-301 only. 


3. RESULTS 


Menstrual disorders (HLGT Menstrual cycle and uterine bleeding disorders) in the clinical 
trial database are summarized in Table 1 (pre-crossover period) and Table 2 (post-crossover 
period), and listed in Table 3 (adverse event and demographic data) and Table 4 (supporting 
medical history and prior and concomitant medications data). Menstrual cycle and uterine 
bleeding disorders within 35 days of vaccination in female subjects aged 12 to 51 years had a 
low incidence in the clinical studies. Three of the 51 subjects with menstrual cycle and 
uterine bleeding disorders experienced SAEs, and all 3 SAEs occurred on Placebo. All other 
menstrual cycle and uterine bleeding disorders were non-serious. In the pre-crossover period, 
0.36% of subjects in the Vaccine group and 0.25% of subjects in the Placebo group 
experienced menstrual cycle and uterine bleeding disorders. There was a small imbalance 
between the Vaccine and Placebo groups for the MedDRA PTs of Dysmenorrhoea, 
Menstruation irregular, and Heavy menstrual bleeding, which were not statistically 
significant or clinically meaningful. In the post-crossover period, 0.14% of subjects in the 
Vaccine group and 0.09% of subjects in the Placebo group experienced menstrual cycle and 
uterine bleeding disorders. There was a small imbalance between the Vaccine and Placebo 
groups for the MedDRA PTs of Heavy menstrual bleeding, Dysmenorrhoea, and 
Intermenstrual bleeding, which were not statistically significant or clinically meaningful. The 
low incidence rates limit the conclusions that can be made from clinical trial data. 
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Table 1: Incidence of Menstrual Cycle and Uterine Bleeding Disorders (HLGT) within 
35 Days of Vaccination (Either Dose) Pre-Crossover (in Females of 
Reproductive Age: 12-51 years) (Integrated Data from Studies 2019nCoV-101 
Part1/ 2019nCoV-101 Part2/ 2019nCoV-301 / 2019nCoV-302 / 2019nCoV-501) 


Vaccine Placebo Risk Difference 
System Organ Class (n, %, 95% Cl) (n, %, 95% Cl) (Vaccine - Placebo) 
Preferred Term (# of Subjects) N=8124 N =5217 (%, 95% Cl) 
Any unsolicited AEs 29 (0.36), (0.24, 0.51) 13 (0.25), (0.13, 0.43) 0.11 (-0.08, 0.29) 
Reproductive system and breast disorders 29 (0.36), (0.24, 0.51) 13 (0.25), (0.13, 0.43) 0.11 (-0.08, 0.29) 
Dysmenorrhoea 11 (0.14) 6 (0.12) 0.02 (-0.11, 0.14) 
Menstruation irregular 9 (0.11) 1 (0.02) 0.08 (0.00, 0.15) 
Abnormal uterine bleeding 3 (0.04) 4 (0.08) -0.02 (-0.11, 0.06) 
Heavy menstrual bleeding 3 (0.04) 1 (0.02) 0.02 (-0.03, 0.07) 
Menstrual disorder 2 (0.02) 1 (0.02) 0.00 (-0.05, 0.05) 
Intermenstrual bleeding 1 (0.01) 0 (0.00) 0.01 (-0.01, 0.03) 


Menometrorrhagia 1 (0.01) 0 (0.00) 0.02 (-0.02, 0.05) 
Note: Risk difference and its Confidence Intervals (Cls) are computed from Mantel-Haenszel Standardized Risk Estimates 
and 95% normal confidence limits with the stratification by study, while individual group statistics are not adjusted by 
strata. 

Included study data from 2019nCoV-101 Part1 as of 28JUL2021, 2019nCoV-101 Part2 as of 11JUN2021, 2019nCoV-302 as 
of 27JUL2021, 2019nCoV-501 as of 270CT2021, and 2019nCoV-301 as of 17FEB2022. 

MedDRA version: 24.0 (2019nCoV-101 Part 1, 2019nCoV-101 Part 2, and 2019nCoV-301), 23.1 (2019nCoV-302), and 23.0 
(2019nCoV-501). 

File Name: t10_menstrual_pre35.rtf. Generated from t_unsol_sum_sub.sas O2SEP2022 11:47 


Table 2: Incidence of Menstrual Cycle and Uterine Bleeding Disorders (HLGT) within 
35 Days of Vaccination (Either Dose) Post-Crossover (in Females of 
Reproductive Age: 12-51 years) (Integrated Data from Studies 2019nCoV-301 


and 2019nCoV-302) 
Vaccine Placebo Risk Difference 

System Organ Class (n, %, 95% Cl) (n, %, 95% Cl) (Vaccine - Placebo) 
Preferred Term (# of Subjects) N = 2800 N = 5398 (%, 95% Cl) 
Any unsolicited AEs 4 (0.14), (0.04, 0.37) 5 (0.09), (0.03, 0.22) 0.07 (-0.10, 0.24) 
Reproductive system and breast disorders 4 (0.14), (0.04,0.37) 5 (0.09), (0.03, 0.22) 0.07 (-0.10, 0.24) 

Heavy menstrual bleeding 2 (0.07) 2 (0.04) 0.04 (-0.07, 0.16) 

Dysmenorrhoea 1 (0.04) 1 (0.02) 0.02 (-0.06, 0.11) 

Intermenstrual bleeding 1 (0.04) 1 (0.02) 0.02 (-0.06, 0.11) 

Abnormal uterine bleeding 0 (0.00) 1 (0.02) -0.02 (-0.05, 0.02) 


Menstruation irregular 0 (0.00) 1 (0.02) -0.02 (-0.05, 0.02) 
Post-crossover period includes studies 2019nCoV-301 and 2019nCoV-302 only. 
Note: Risk difference and its Confidence Intervals (Cls) are computed from Mantel-Haenszel Standardized Risk Estimates 
and 95% normal confidence limits with the stratification by study, while individual group statistics are not adjusted by 
strata. 
Included study data from 2019nCoV-302 as of 27JUL2021, and 2019nCoV-301 as of 17FEB2022. MedDRA version: 24.0 
(2019nCoV-301), 23.1 (2019nCoV-302). 
File Name: t10_menstrual_post35.rtf. Generated from t_unsol_sum_sub_post_crossover.sas O6SEP2022 09:48 
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Table 3: Listing of Adverse event and Demographic Data for Subjects with Menstrual Cycle and Uterine Bleeding Disorders (HLGT) within 
35 Days of Vaccination (Either Dose) during Pre-Crossover and/or Post-Crossover (in Females of Reproductive Age: 12-51 years) 
(Integrated Data from Studies 2019nCoV-101 Part1/ 2019nCoV-101 Part2/ 2019nCoV-301 / 2019nCoV-302 / 2019nCoV-501) 


AE AE Action Taken 
‘Treatment Pre/Post IMedDRA Onset | (Study | Duration with Study 
Crossover AE Reported Term Preferred Term Period) D Da’ Serious Severi Causali Vaccine Outcome of AE 
Vaccine/Placebo J|IMETRORRHAGIA Intermenstrual POST} 131 58 IMODERATE [NOT DOSE NOT IRRECOVERED 
bleeding Pree IRELATED |CHANGED —_ |/RESOLVED 
30 |WHITE/NOT | Placebo/Vaccine IMENSTRUAL Menstruation PRE MILD OT IDOSENOT = |RECOVERING 
HISP IRREGULARITIES irregular IRELATED |CHANGED /RESOLVING 
44 |WHITE/NOT | Vaccine/Placebo IDYSMENORRHEA IDysmenorrhoea PRE 32 62 N_ |MILD OT DOSE NOT RECOVERED 
HISP IRELATED |CHANGED /RESOLVED 
39 |WHITE/NOT | Vaccine/Placebo IDYSMENORRHEA _ |Dysmenorrhoea PRE 23 70 N  |MODERATE |NOT IDOSENOT |RECOVERED 
IHISP IRELATED |CHANGED /RESOLVED 
44 |WHITE/HISP | Vaccine/Placebo IRREGULAR Menstruation PRE N_ |MILD OT DOSE NOT RECOVERED 
IRELATED |CHANGED /RESOLVED 
35 [WHITE/NOT | Placebo/Vaccine JIDYSMENORRHEA = |Dysmenorrhoea_ | POST N  |MODERATE |NOT IDOSENOT = |RECOVERING 
IHISP IRRELATED |CHANGED /RESOLVING 
36 |WHITE/HISP | Vaccine/Placebo IDYSMENORRHEA _ |[Dysmenorrhoea N |MODERATE |NOT IDOSE NOT IRECOVERED 
IRRELATED |CHANGED /RESOLVED 


IMENORRHAGIA PROS eae | menstrual ual MODERATE |NOT IDOSE NOT IRECOVERED 

PROS eae | IRELATED |CHANGED /RESOLVED 

51 |BLACK/NOT | Vaccine/Placebo JIMENORRHAGIA Heavy menstrual al OT DOSE NOT IRRECOVERED 

IHISP bleeding IRELATED |CHANGED /RESOLVED 
33 |WHITE/NOT | Vaccine/Placebo [IRREGULAR [Menstruation PRE MILD OT IDOSE NOT INOT RECOVERED} 
IHISP IMENSTRUAL CYCLE |irregular IRELATED |CHANGED /NOT RESOLVED 

31 |WHITE/NOT | Vaccine/Placebo [IRREGULAR [Menstruation PRE 28 MILD OT IDOSE NOT IRRECOVERED 

IHISP irregular IRELATED |CHANGED /RESOLVED 

33 |WHITE/HISP | Vaccine/Placebo [IRREGULAR [Menstruation POST N_ |MILD RECOVERED 

IMENSTRUAL irregular Ret as? /RESOLVED 

CYCLES 
48 |WHITE/NOT | Vaccine/Placebo |ABNORMAL MENSES|Menstrual disorder] PRE MILD IRELATED |DOSE NOT IRRECOVERED 
IHISP CHANGED /RESOLVED 
| 


C 
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Action Taken 
Treatment Pre/Post i with Study 
Crossover (Day) |Serious|Severity Causality © [Vaccine Outcome of AE 
N  |MODERATE |NOT IDOSE NOT 
i IRELATED |CHANGED 
Vaccine/Placebo 84 N_ |MILD OT IDOSE NOT 
IRELATED |CHANGED 
IWHITE/NOT | Placebo/Vaccine IMENSTRUATION Menstrual disorder} PRE 3 N  |MODERATE |NOT IDOSE NOT INOT RECOVERED} 
HISP RESTART IRELATED |CHANGED /NOT RESOLVED 
IWHITE/NOT | Vaccine/Placebo Menstruation 25 N_ |MILD IRELATED |DOSE NOT 
HISP irregular CHANGED 
IWHITE/NOT | Placebo/Vaccine 106 N |MODERATE |RELATED |DOSE NOT INOT RECOVERED 
IHISP CHANGED /NOT RESOLVED 
IWHITE/NOT | Vaccine/Placebo IMENSTRUAL IDysmenorrhoea POST] 127 N |MODERATE |NOT INOT RECOVERED 
HISP (CRAMPING IRELATED 


IMENORRHAGIA Heavy menstrual | POST] 127 N_ |MILD OT IN/A. INOT RECOVERED 
bleeding IRELATED /NOT RESOLVED 
IWHITE/NOT | Placebo/Vaccine POST] 101 7 N_ |MILD OT IDOSE NOT 
IHISP IMENSTRUAL FLOW )bleeding IRELATED |CHANGED 
IWHITE/HISP | Vaccine/Placebo |WORSENING OF IDysmenorrhoea PRE 1 3 N |MODERATE |NOT IDOSE NOT 
IDYSMENORRHEA IRELATED |CHANGED 
IAM/NOT Vaccine/Placebo [Abnormal uterine | POST | 92 Y |SEVERE OT IDOSE NOT 
HISP UTERINE BLEEDING bleeding (HOSP) IRELATED |JCHANGED 
[Abnormal uterine | PRE 38 1 Y  |MODERATE. |NOT IDRUG IRRECOVERED 
UTERINE BLEEDING bleeding (MED) IRELATED |WITHDRAWN |/RESOLVED 
Placebo/Vaccine POST] 114 122 N_ |MILD IRELATED |N/A IRECOVERED 
i /RESOLVED 
Vaccine/Placebo PRE 25 N_ |MILD IRELATED |DOSE NOT IRRECOVERED 
i CHANGED /RESOLVED 
Intermenstrual PRE 46 1 N_ |MILD IRELATED |DOSE NOT IRECOVERED 
bleeding CHANGED /RESOLVED 
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Action Taken 
Treatment Pre/Post with Study 
Crossover AE Reported Term i ) | Serious|Severity Causality [Vaccine Outcome of AE 
Vaccine IDYSFUNCTIONAL _ /Abnormal uterine | PRE 17 26 N_ |MILD OT IDOSE NOT RECOVERED 
UTERINE BLEEDING J|bleeding IRELATED |CHANGED /RESOLVED 
Vaccine IDYSMENORRHOEA _ |Dysmenorrhoea PRE MIL’ OT IDOSENOT |RECOVERED 
IRELATED |CHANGED = |//RESOLVED 
Placebo IDYSFUNCTIONAL _ {Abnormal uterine 32 15 MIL: OT IDOSE NOT RECOVERED 
HISP UTERINE BLEEDING bleeding IRELATED |CHANGED /RESOLVED 
IBLACK/NOT Placebo IPERIOD PAIN IDysmenorrhoea MIL OT IDOSE NOT RECOVERED 
HISP IRELATED |CHANGED /RESOLVED 
IBLACK/NOT Placebo IMENSTRUAL IDysmenorrhoea 
HISP (CRAMPS 
IBLACK/NOT Vaccine IMENSTRUAL IDysmenorrhoea MIL: 
IHISP (CRAMPS 


IBLACK/NOT Placebo [ABNORMAL A i 
IHISP UTERINE BLEEDING 

SECONDARY TO 

ICONTRACEPTION 

USE 
IBLACK/NOT Vaccine IABNORMAL [Abnormal uterine 
IHISP [UTERINE BLEEDING |bleeding 
IBLACK/NOT Vaccine IMONORRHAGIA Heavy menstrual 
IHISP bleeding 
IBLACK/NOT Placebo IMENORRHAGIA Heavy menstrual 
HISP bleeding 
IBLACK/NOT Placebo [ABNORMAL Abnormal uterine 
ISP UTERINE BLEEDING J|bleeding 
IBLACK/NOT Vaccine i 
ISP UTERINE BLEEDING bleeding 
IBLACK/NOT IMENOMETRORRHAG|Menometrorrhagia 
IHISP IA 


i=) 


ERATE 
OT IDOSENOT  |RECOVERED 
IRELATED |CHANGED = |//RESOLVED 
IMODERATE |NOT IDOSE NOT  |RECOVERED 
IRELATED |CHANGED = //RESOLVED 
IMODERATE |NOT IDOSE NOT  |RECOVERED 
IRELATED |CHANGED = |/RESOLVED 
IMODERATE |NOT IDOSENOT |RECOVERED 
IRELATED |CHANGED ~_ |/RESOLVED 
ERATE 
ERATE 
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MIL! 
O 


N 
N 


D 
D 
D 
MOD OT IDOSE NOT  |RECOVERED 
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IRELATED |CHANGED —_|/RESOLVED 
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Action Taken 
Treatment Pre/Post pieaca with Study 
Country | Age [Race/Ethnicity Crossover AE Reported Term " ) ar see Severity Causality [Vaccine Outcome of AE 


42 |BLACK/NOT Vaccine IDYSMENORRHOEA _ |Dysmenorrhoea PRE MILD OT IDOSE NOT RECOVERED 
IHISP IRELATED |CHANGED = |//RESOLVED 
ee 


*Relative to Day 0 of Pre-Crossover Period 
Post-crossover period includes Studies 2019nCoV-30I and 2019nCoV-302 only. 

AE = Adverse Event; AM = AMERICAN INDIAN OR ALASKA NATIVE; BLACK = BLACK OR AFRICAN AMERICAN; HISP = HISPANIC OR LATINO; HOSP = Requires or Prolongs Hospitalization; 
MED = Other Medically Important Serious Adverse Event; MEX = Mexico; N = NO; N/A = NOT APPLICABLE; NR = NOT REPORTED; PRE = Pre-Crossover Period; POST = Post-Crossover Period; Y = 
YES; ZAF = South Africa 


Table 4: Listing of Medical History and Prior and Concomitant Medications Data for Subjects with Menstrual Cycle and Uterine Bleeding 
Disorders (HLGT) within 35 Days of Vaccination (Either Dose) during Pre-Crossover and/or Post-Crossover (in Females of 
Reproductive Age: 12-51 years) (Integrated Data from Studies 2019nCoV-101 Part1/ 2019nCoV-101 Part2/ 2019nCoV-301 / 
2019nCoV-302 / 2019nCoV-501) 


Unique Subject Medical History (Reported Term) Prior and Concomitant Medications 
Identifier es ee 


COLICYSTECTOMY, UTERINE FIBROIDS CEFALEXIN, CIPROFLOXACIN, ESOMEPRAZOLE, BLOOD CELLS, PACKED 
HUMAN, KETOROLAC, KETOROLAC, ETHINYLESTRADIOL;LEVONORGESTREL, 
CLONIXIN LYSINATE, DIMETICONE;MAGALDRATE, 
CAFFEINE; CHLORPHENAMINE;PARACETAMOL;PHEN YLEPHRINE, 
PANTOPRAZOLE, SUCRALFATE, TRAMADOL 


PAIN - UPPER BACK, ALLERGY TO CECLOR, ECZEMA, MIGRAINES, SCOLIOSIS, NAPROXEN SODIUM, BIOTIN, LORATADINE;PSEUDOEPHEDRINE SULFATE, 
SEASONAL ALLERGIES HYDROCORTISONE, IBUPROFEN, IBUPROFEN, GUAIFENESIN, VITAMINS NOS, 
ETONOGESTREL, PYRIDOXINE, PYRIDOXINE HYDROCHLORIDE 


ALLERGY INDUCED ASTHMA, CHRONIC BACK PAIN, ALLERGIC TO SALBUTAMOL, INFLUENZA VACCINE, IBUPROFEN, IRON, METHOCARBAMOL, 
DOXYCYCLINE, BENADRYL ALLERGY, SULFA ALLERGY VITAMINS NOS, PREDNISONE, COLECALCIFEROL, CETIRIZINE HYDROCHLORIDE 


SEASONAL ALLERGIES TRON, LEVONORGESTREL 


CESAREAN SECTION, BILATERAL MYOPIA, MORBID OBESE 
ALOPECIA, ANXIETY, ASTHMA, SPRAIN OF COSTAL CARTILAGE, DEPRESSION, | ESCITALOPRAM OXALATE, ETHINYLESTRADIOL;NORGESTIMATE, ROPINIROLE, 
LIVER NODULES, MYOPIA, NIGHT SWEATS, VITAMIN D DEFICIENCY SPIRONOLACTONE 


PARACETAMOL, IBUPROFEN 


VITAMIN B12 NOS 
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Unique Subject Medical History (Reported Term) Prior and Concomitant Medications 
Identifier 


ANXIETY, DEPRESSION INTRAUTERINE CONTRACEPTIVE DEVICE, VENLAFAXINE HYDROCHLORIDE, 
BUPROPION HYDROCHLORIDE, ALPRAZOLAM 

ERYTHROMYCIN ALLERGY, ECZEMA, ANEMIA, IRON DEFICIENCY, MIGRAINE, | HYDROCORTISONE, IRON, IRON; VITAMINS NOS 

POLLEN ALLERGY, TOBACCO USE 


BREAST BIOPSY, NICOTINE DEPENDENCE ORAL CONTRACEPTIVE NOS, DOXYCYCLINE, FERROUS SULFATE, MEGESTROL, 
TRANEXAMIC ACID 

disse waa a eee 

ANXIETY, ECTOPIC PREGNANCY, HIGH BLOOD PRESSURE, OBESITY, RIGHT INFLUENZA VACCINE, HYDROCHLOROTHIAZIDE, LISINOPRIL, SERTRALINE 

TUBE REMOVED, TONSILLECTOMY HYDROCHLORIDE 


NAPROXEN ALLERGY (ANGIOEDEMA), ANXIETY, MACROBID ALLERGY GENERAL NUTRIENTS, COLLAGEN, POLYCARBOPHIL CALCIUM, 

(HIVES), SULFA ANTIBOTIC ALLERGY (HIVES), INSOMNIA, OBESITY LEVONORGESTREL, MAGNESIUM, MELATONIN, FISH OIL, ASCORBIC 
ACID;BIOFLAVONOIDS NOS;MAGNESIUM HYDROXIDE;SODIUM BICARBONATE, 
SERTRALINE HYDROCHLORIDE 

ACNE, ADHD, KNEE PAIN/BURSITIS, RIGHT ELBOW PAIN/BURSITIS, LEFT CLINDAMYCIN, DULOXETINE HYDROCHLORIDE, LEVOTHYROXINE, 

CARPAL TUNNEL REPAIR, CHOLECYSTECTOMY, HERPES, HYPERTENSION, MELOXICAM, LIRAGLUTIDE, HYDROCHLOROTHIAZIDE; VALSARTAN, 

HYPOTHYROIDISM VALACICLOVIR HYDROCHLORIDE, VITAMIN B NOS, VITAMIN D NOS, 
LISDEXAMFETAMINE MESILATE 


VAGINAL DELIVERY, DEPRESSION, TYMPANOSTOMY - EAR TUBE INSERTION, | PARACETAMOL, CETIRIZINE, LORATADINE, FLUTICASONE PROPIONATE 
SHINGLES, SEASONAL ALLERGIES, TONSILLECTOMY, MYRINGOPLASTY - 
LEFT SIDE, MYRINGOPLASTY - RIGHT SIDE 
SEASONAL ALLERGIES 

FEXOFENADINE HYDROCHLORIDE, FLUTICASONE PROPIONATE, IBUPROFEN, 
NASAL SEPTOPLASTY, NASAL ALLERGY MELATONIN 


ee ANEMIA OF CHRONIC DISEASE, LEFT FLUTICASONE PROPIONATE;SALMETEROL XINAFOATE, CALCIUM GLUCONATE, 
SHATTERED ANKLE, BILATERAL ASTIGMATISM, REGULAR BREAST LEFT FERROUS SULFATE, FOLIC ACID, FOLIC ACID, PLASMA, MAGNESIUM, 
TUMOR- BENIGN, COPD, DEPRESSIVE DISORDER, BILATERAL TUBAL MEDROXYPROGESTERONE, MIDODRINE, LEVONORGESTREL, SODIUM 
LIGATION, GASTRITIS, GRIEF, CHRONIC ALCOHOLIC HEPATITIS, CHRONIC CHLORIDE, SODIUM CHLORIDE, THIAMINE, OCTREOTIDE, RED BLOOD CELLS, 
HYPOTENSION, BILATERAL MYOPIA, NAUSEA, CHRONIC OSTEOMYELITIS OF CONCENTRATED, PANTOPRAZOLE, PANTOPRAZOLE, PLATELETS, POTASSIUM, 
LEFT LOWER.LEG, PAIN IN LOWER LIMB, ROSACEA OF FACE, GENERALIZED POTASSIUM, MINERALS NOS;VITAMINS NOS, CEFTRIAXONE SODIUM, 
SOCIAL PHOBIA, SUBSTANCE ABUSE, SMOKING ONSET AGE 12 THIAMINE, VITAMIN K NOS 
RIGHT UPPER QUADRANT PAIN, STOMACH CRAMPS, MISCARRIAGE, ANXIETY, | MEDROXYPROGESTERONE ACETATE, CONTRACEPTIVES FOR TOPICAL USE, 
BILATERAL REGULAR. ASTIGMATISM, C SECTION, DEPRESSIVE DISORDER, LEVONORGESTREL, COVID-I9 VACCINE MRNA (MRNA 1273), COVID-19 VACCINE 
FLATULENCE SYMPTOMS, HELP SYNDROME DURING PREGNANCY, MRNA (MRNA 1273), AMLODIPINE BESILATE, MINERALS NOS; VITAMINS NOS, 
BILATERAL HYPERMETROPIA, HTN-CONTROLLED, COLONOSCOPY WITH PULP | PROBIOTICS NOS, RANITIDINE 
REMOVED, CHRONIC PELVIC PAIN, PREGNANCY x3, ACUTE PULPITS, 
REFRACTIVE AMBLYOPIA, ACUTE RESPIRATORY INFECTION 


PLANTAR FASCIITIS IBUPROFEN, LEVONORGESTREL, VITAMINS NOS 


ALLERGY TO INSECT BITES, VITAMIN BI2 DEFICIENCY LEVONORGESTREL, VITAMIN B12 NOS 
CARTILAGE DAMAGE IN RIGHT EAR, MENSTRUAL CRAMPS, SEASONAL IBUPROFEN, LORATADINE, LEVONORGESTREL, VITAMINS NOS, ASCORBIC 
ALLERGIES ACID, VITAMIN D NOS 
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Unique Subject Medical History (Reported Term) Prior and Concomitant Medications 
en C 


PET ALLERGIC, HERPES SIMPLEX VIRUS CANNABIDIOL, VITAMINS NOS, FLUCONAZOLE, NITROFURANTOIN, ASCORBIC 
ACID, VITAMIN D NOS, ZINC 
BILATERAL HEARING LOSS IBUPROFEN 


ANXIETY, DEPRESSION, OBESITY GAMMA-AMINOBUTYRIC. ACID;MAGNESIUM;PIPER 
METHYSTICUM;THEANINE; THEOBROMA CACAO;THEOBROMINE; WITHANIA 
SOMNIFERA, MALUS SPP. VINEGAR EXTRACT, VITAMIN BI2 NOS, 
INTRAUTERINE CONTRACEPTIVE DEVICE, MELATONIN, IBUPROFEN, 
TOZINAMERAN, PROPRANOLOL, VENLAFAXINE 

ASTHMA, CUSHING SYNDROME, DEPRESSION WITH ANXIETY, INFECTION, | SALBUTAMOL, ; TENOFOVIR ALAFENAMIDE FUMARATE, 

HYPOTHYROIDISM, PNEUMOCYSTIC JIROVEC] PNEUMONIA ESCITALOPRAM OXALATE, IBUPROFEN, LEVOTHYROXINE 

ANXIETY, ASTHMA, CHRONIC FATIGUE SYNDROME, DEPRESSION, ALLERGY PARACETAMOL, SALBUTAMOL SULFATE, AZITHROMYCIN, DIPHENHYDRAMINE 

ANAPHYLAXIS- IBUPROFEN, ALLERGY ANAPHYLAXIS-SHELLFISH, PANIC HYDROCHLORIDE, DIAZEPAM, DROSPIRENONE, INFLUENZA VACCINE, 

ATTACK FLUVOXAMINE, NORETHISTERONE, ONDANSETRON, SALBUTAMOL SULFATE, 
SULFAMETHOXAZOLE; TRIMETHOPRIM, PARACETAMOL, VILAZODONE 
HYDROCHLORIDE, LISDEXAMFETAMINE MESILATE 
NAPROXEN SODIUM, ETHINYLESTRADIOL;NORETHISTERONE ACETATE 


IBUPROFEN 


ANXIETY, ASTHMA, ALLERGIES TO WALNUTS, PEANUTS, CATS IBUPROFEN;PSEUDOEPHEDRINE HYDROCHLORIDE, BUSPIRONE, SALBUTAMOL, 
ETHINYLESTRADIOL;FERROUS FUMARATE;NORETHISTERONE ACETATE, 
DEXTROMETHORPHAN HYDROBROMIDE;DOXYLAMINE 
SUCCINATE;PARACETAMOL 


BASAL CELL CARCINOMA, BRONCHITIS, HYPERTHYROIDISM, MELANOMA, VITAMINS NOS, COLECALCIFEROL 

PNEUMONIA 

ASTHMA, BRACHIOCLEFT CYST REMOVAL (L), ALLERGIES TO DUST, LEVONORGESTREL, ESOMEPRAZOLE, CETIRIZINE HYDROCHLORIDE 
GASTROESOPHAGEAL REFLUX DISEASE 


GUINEA PIG ALLERGY, ANXIETY, BIPOLAR DISORDER, BORDERLINE FUROSEMIDE, LEVOTHYROXINE, POTASSIUM 
PERSONALITY DISORDER, CHOLECYSTECTOMY, GALLSTONES, ALBUTEROL 

ALLERGY, PENICILLIN ALLERGY, TUBAL LIGATION, GERD, 

HYPOTHYROIDISM, BULGING DISC, LYMPHEDEMA, MAJOR DEPRESSIVE 

DISORDER, MIGRAINES, MOLD ALLERGY, NERVE PAIN RIGHT LEG, OBESITY, 

OBSESSIVE COMPULSIVE DISORDER, BILATERAL LOWER EXTREMETIES 

EDEMA, OSTEOARTHRITIS 


ee ee ee ee 

PARACETAMOL, IBUPROFEN, PARACETAMOL, LOPERAMIDE, ALCOPHYLLEX, 
SINUSALTS NASAL SPRAY, THROAT LOZENGES (BENZOCAINE), PARACETAMOL, 
ALCOPHYLLEX, ALLERGEX, ALCOPHYLLEX, PARACETAMOL 


THROAT LOZENGES (BENZOCAINE), DERMADINE, SALEX NASAL SPRAY, 
PANADO, ALCOPHELLEX, THROAT LOZENGES (BENZOCAINE 


2 
PANADO, STREPSILS (AMYLMETACRESOL AND DICHLOROBENZYL ALCOHOL 
PARACETAMOL, CAFFEINE), CIPROFLOXACIN, AMOXICILLIN 
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Unique Subject Medical History (Reported Term) Prior and Concomitant Medications 
Identifier 


DEPOPROVERA, IBUPROFEN, IBUPROFEN 


CYCLOKAPRON, IBUPROFEN, MEDROXYPROGESTERONE ACETATE, TRIPHASIL 


a 
IBUPROFEN, NORETHISTERONE, MEDROXYPROGESTERONE ACETATE, 
MEDROXYPROGESTERONE ACETATE, MEDROXYPROGESTERONE ACETATE 


MEDROXYPROGESTERONE ACETATE, MEDROXYPROGESTERONE.ACETATE, 
PROVERA 


DEPO PROVERA 


POSITIVE, PREVIOUS CAESAR DEPO PROVERA, TENOFOVIR, 


SLIPPERY FALL, CAR ACCIDENT, RECURRENT BACKACHE POST INJURY, ALCOPHYLLEX, DICLOFENAC MEDROXYPROGESTERONE 

INTERMITTENT PSYCHOSIS, INTERMITTENT DEPRESSION, BACK INJURY ACETATE, ALLERGEX, BETAPYN, PREDNISONE, PREDNISONE, STREPSILS 
(HONEY AND LEMON), MYBULEN, ALCOPHYLLEX, STEAM INHALATION WITH 
EUCOLYPTUS, PARACETAMOL, ALCOPHYLLEX, GINGER TEA WITH HONEY, 


CURA (PARACETAMOL 450 MG, CAFFEINE 30 MG, 
DEINEPHOSPHATE 10 MG, DOXYLAMINE SUCCINATE 5 MG) 


TRIPHASIL, GRANDPA(ASPIRIN 226.8MG; PARACETAMOL 162MG, CAFFEINE 
32.4MG), MYBULEN 
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4 CONCLUSION 


The causal association between Nuvaxovid and menstrual disorders remains not supported. 
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APPENDIX 26: HEALTH AUTHORITY REQUESTS FOLLOWING REVIEW OF SSRS 


Requests received from HAs (not considered as a signals) are summarised in Table 48. 


Table 48: Requests from HAs Assessment Reports 


Name of Health Description of Request PBRER 
authority Section/Reports 


1 PRAC assessment report MAH to present more details regarding reactogenicity profile of | 15.3.6 
for SSR No. 03 second dose and boosters 


2 PRAC assessment report Analysis of AESIs and other safety topics should focus on Presented as case 
for SSR No. 03 diagnostic certainty of reported adverse events (e.g., use of series in Monthly 
Brighton Collaboration case definitions or other international SSR’s 
accepted case definitions), TTO, age and sex distribution, 
duration, and outcome of AEs. If feasible risk factors and 
confounding factors should be assessed. TTO calculations 
should consider narrative and other information. 


3 PRAC assessment report To Include “Day 0” in risk windows Table 36 

for SSR No. 03 

Where appropriate, different time windows should be used in 

addition to the currently defined time windows (e.g., for 

anaphylaxis a time window of 24 h, 48 h etc). It is well known 

that underreporting of ICSRs correlate with the time-to-onset of 

ADR symptoms with more complete reporting close to the date 

of vaccination and an increase of underreporting over time after 

vaccination. Biological plausible time windows should be 

considered (e.g., anaphylaxis). 
PRAC assessment report The risk window for "generalized convulsions" was 1 - 42 days | Table 36 
for SSR No. 03 post-vaccination. Febrile convulsions can have TTO of "zero 

days" and may be excluded from the O/E calculation. MAH to 


include in "risk windows in general the day of vaccination" for 
O/E. 


5 PRAC assessment report MAH to collect more clinical information on ICSRs 
for SSR No. 3 


MHRA, SSR No. 03 Reasoning and reallocation of doses for cases reported as Appendix 10 
unknown dose of dose 3, reports as dose | or 2 cases for the OE 
analysis. The validity of recording third doses depends on the 15.2 
likelihood off-label” use in each country. 
7 USG (United States Include” cholecystitis” in future reports 
Government) 
SSR No. 03 


Health Canada Provide causality assessments of reported cases of all AESI and | Presented as case 
RMP safety concerns based on causality algorithm. series in Monthly 
SSR No. 02 AESIs should be classified based on established BC case SSR’s 
definitions, when available. 


PRAC Assessment MAH is kindly asked to perform additional O/E analysis in 15.2.7 
report for SSR no.06 multiple risk periods/ time windows in relation to the TTO of 
reported cases 


10. | PRAC Assessment The MAH is kindly asked to present an O/E analysis for Herpes | 15.3.5 
report for SSR No.06 Zoster (HZ) in the next SSR. 
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Table 48: Requests from HAs Assessment Reports 


No | Name of Health Description of Request PBRER 
authority Section/Reports 
11 | PRAC Assessment MAH is kindly asked to perform additional O/E analysis with Presented 
report for SSR No.06 multiple risk periods/ time windows in relation to the TTO of accordingly in 
reported cases and not only O/E analysis in pre-defined wide Monthly SSR’s 
risk windows. and the current 
PBRER 


12 | PRAC Assessment MAH is strongly recommended to contact KDCA in South 
report for SSR No.06 Korea and receiving data directly from this HA. 


6.3.1* 


* SKCDC literature publications included in PBRER 
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